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‘RAUWILOID? 


is essential 
for Hypertension 


‘Rauwiloid’, a purified and standardised fraction of 

Rauwolfia serpentina alkaloids, can be considered a basic 

treatment for hypertension. It lowers blood pressure 

more effectively than phenobarbitone or its combinations 

with theobromine and is less likely to cause depression 
than reserpine. 





IMPORTANT 


*Rauwiloid’ may require more than a week for 

a significant anti-hypertensive effect to de- 

velop. Any previous treatment, particularly 

barbiturate, should be gradually reduced 
over this period. 











in Mild to Moderate Hypertension 
In most cases ‘“Rauwiloid’ will provide adequate control by itself. 
Combination therapy is not necessary. 


In Moderate to Severe Hypertension 


When a greater hypotensive effect is required, “Rauwiloid’ should 
be combined with veratrum in the form of ‘Rauwiloid + Veriloid’. 
“Veriloid’isa biologically standardised alkaloidal extractofVeratrum 
viride. Such a combination with ‘Rauwiloid’ enables adequate doses 


of veratrum to be given for a satisfactory hypotensive response. 
(See detailed literature). 


in Severe or Malignant Hypertension 


*‘Rauwiloid’ used in conjunction with ganglionic blocking agents 

enables a smaller dose of the more potent medicament to be used, 

thereby minimising side-effects and decreasing the tendency for 
tolerance to develop. 


Rauwiloid’ is available in 2 mg. tablets in bottles of 60 and 500. 
Dosage, two tablets at night. 


*‘Rauwiloid’ and ‘Veriloid’ are registered trade marks 
Registered Users 


RIKER LABORATORIES LIMITED 
LOUGHBOROUGH, LEICS. 
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A New Book 
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Ready this month 


About 32s. 


RECENT ADVANCES IN NEUROLOGY AND 
NEUROPSYCHIATRY 
Sixth Edition. By Sir RUSSELL BRAIN, M.A., D.M., 
F.R.C.P., and E. B. STRAUSS, M.A., D.M., F.R.C.P 


46 Illustrations 30s. 
RECENT ADVANCES IN RADIOLOGY 

By THOMAS LODGE, M.B., F.F.R., O.M.R 

Third Edition. 182 Mlustrations. 45s. 


PROGRESS IN CLINICAL MEDICINE 
Edited by RAYMOND DALEY, M.A., M.D., F.R.C.P., 
and HENRY MILLER, M.D., F.R.C.P D.P.M. 
Third Edition. 36 Wlustrations. 40s. 


Now Available 


MENTAL DEFICIENCY 


By L. T. HILLIARD, M.A., M.B., D.P.M., and B. H. KIRMAN, M.D., D.P.M. 


60s. 


EDEN AND HOLLAND'S MANUAL OF 
OBSTETRICS 
New (Eleventh) Edition. Revised by ALAN BREWS, 
M.D., M.S., F.R.C.S., F.R.C.0.G. 
6! Plates (12 coloured and 37! Text-figures. 63s. 


anaes. METHODS IN CLINICAL 
MEDICIN 
By G.A ‘enneae, M.D., B.Ch., F.R.I.C. 
New (Fourth) Edition. 158 Wlustrations, including 
5 Colour Plates. 65s. 


THE NORMAL CHILD: Some Problems of the 
First Five Years and Their Treatment 
By R. S. ILLINGWORTH, M.D., F.R.C.P. 


New (Second) Edition. 69 IMustrations. 33s 
Now Available 


MEDICAL TREATMENT 
By KENNETH MacLEAN, M.A, M.D., F.R.C.P 


5 Illustrations. 


50s. 


RECENT ISSUES 


INJURIES OF THE HAND 
By RONALD FURLONG, M.B., B.S., F.R.C.S. 
99 Illustrations. 36s. 


MEDICAL BACTERIOLOGY 
Including Elementary Mycology and Parasitology 
4 Sir LIONEL WHITBY, C.V.0., M.C., M.A., M.D., 
R.C.P., D.P.H. and MARTIN HYNES, M.D., 
+ R.C.P 
Sixth Edition. 103 Wlustrations 30s. 





HALE-WHITE’S MATERIA MEDICA, 
PHARMACOLOGY AND THERAPEUTICS 


Thirtieth Edition. By A. H. DOUTHWAITE, M.D. 
F.R.C.P. 24s. 


SEQUEIRA’S DISEASES OF THE SKIN 
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piece and 39 Text-figures 48s. 
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With Emphasis on Topographic Anatomy 


Tosogenes Ay MILTON McCALL, M.D., and KARL 
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SAUNDERS BOOKS 


Sollmann’s MANUAL OF PHARMACOLOGY - NEW (8th) ED. 
A completely up-to-date revision of a standard and highly respected 
work. An unequalled source of essential information about all the 
drugs which may interest the physician—not merely those currently in 
the therapeutic spotlight. 

**. .. one of the classics of pharmacology . . . contains a tremendous 
number of facts about every aspect of drugs and their use, and as a pure 
reference book it is unbeatable.’’—The Lancet. 

By TORALD SOLLMANN, Professor of Pharmacology and Materia 
Medica, Western Reserve University. 1,535 pages. £7 


Campbell's PRINCIPLES OF UROLOGY 
An introductory textbook to diseases of the urogenital tract. Written 
specially for the student and general practitioner. 
** sound practical advice abounds in every section. . . .”’—The Lancet. 
By MEREDITH F. CAMPBELL, Professor of Urology, New York 
University. 622 pages, 319 illustrations. 66s. 6d. 


AN ATLAS OF CARDIAC SURGERY 
A beautiful atlas that depicts the techniques of 24 of America’s leading 
heart surgeons. 


Prepared by JORGE A. RODRIGUEZ, Assistant Professor of Surgical 
Anatomy, University of Mississippi. 250 pages. £6 6s. 


Artz & Reiss’ TREATMENT OF BURNS 


Complete description and evaluation of today’s most effective treatment 
measures in all types of burns. 

By CURTIS P. ARTZ, Associate Professor of Surgery, University of 
Mississippi; and ERIC REISS, Instructor in Medicine, University of 
Washington. 250 pages, 199 illustrations. 52s. 6d. 


Nadas’ PEDIATRIC CARDIOLOGY 


The first complete textbook on heart disease in children. 

**. . . Dr. Nadas, however, is a pediatrician as well as a cardiologist, 
and his book clearly reflects both these loyalties, which enhances its 
value as a practical treatise. . . .”-—The Lancet. 

By ALEXANDER S. NADAS, Assistant Clinical Professor of Pediatrics, 
Harvard Medical School; Cardiologist, The Children’s Hospital, Boston. 
587 pages, 343 illustrations. £4 4s. 
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University Press 


To be published this month 


An Introduction to 
Chest Surgery 


GEOFFREY FLAVELL Thoracic Surgeon, The London Hospital 


320 pages 

52 text-figures 
128 X-rays 
30s. net 


The need for a concise, comprehensive and yet readable account 
of modern chest surgery must have been felt increasingly by 
students, general practitioners and physicians as chest surgery has 
assumed an ever greater importance in modern medical practice. 
This book covers fully the diagnosis and selection of patients for 
chest surgery and gives clear and often detailed descriptions of 
pulmonary, cardiac and oesophageal operations, and of pre- and 
post-operative treatment. 

General practitioners will find invaluable the chapters on such 
subjects of everyday concern as lung cancer, pulmonary suppura- 
tion and the surgical management of tuberculosis, mitral stenosis 
and hiatus hernia. 


The Early Diagnosis of 
the Acute Abdomen 


SIR ZACHARY COPE Consulting Surgeon, St. Mary’s Hospital, 


ELEVENTH 
EDITION 


200 pages 

36 text-figures 
24 X-rays 
18s. net 





Paddington 


Recent advances in surgery have been fully considered in the 
preparation of this new edition which has been more thoroughly 
and extensively revised than any of its predecessors. 


Much new material will be found in nearly every chapter including 
accounts of many conditions, such as jejunal diverticulitis, volvulus 
of the stomach and meconium ileus, not previously described in 
this book. Three entirely new chapters have been written dealing 
with the grouping of symptoms in diagnosis; acute abdominal 
Symptoms caused by vascular lesions; and intestinal obstruction 
in infants. 
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4 F.R.C.P., and W. N. MANN, M.D., F.R.C.P. 
: Twelfth Edition. 875 pages. 82 illustrations. 42s. 


@ THE EYE IN GENERAL PRACTICE 
By C. R. S. JACKSON, B.M., B.Ch.(Oxon.), D.O.M.S., F.R.C.S.E. 
: 160 pages. 26 illustrations. 2Is. 


@ USES OF EPIDEMIOLOGY 
By J. N. MORRIS, M.A., F.R.C.P., D.P.H. 
143 pages. 28 illustrations. 17s. 6d. 


© ASTUDENT’S HISTOLOGY 
By H. S. D. GARVEN, M.D., B.Sc., F.R.S.E. 
662 pages. 776 illustrations. 55s. 


| @ MEDICAL JURISPRUDENCE AND TOXICOLOGY 

By JOHN GLAISTER, j.P., D.Sc., M.D., F.R.S.E., in collaboration 
with EDGAR RENTOUL, M.B.E., M.A., LL.B., M.B., Ch.B. 

Tenth Edition. 732 pages. 287 illustrations. 47s. 6d. 


@ DISEASE IN INFANCY AND CHILDHOOD 
By RICHARD W. B. ELLIS, 0.B.E., M.A., M.D., F.R.C.P. 
Second Edition. 718 pages. 333 illustrations. 


@ BEDSIDE DIAGNOSIS 
By CHARLES SEWARD, M.D., F.R.C.P. 454 pages. 2Is. 


@ EMERGENCIES IN MEDICAL PRACTICE 
Edited by C. ALLAN BIRCH, M.D., F.R.C.P. 
Fifth Edition. 696 pages. 155 illustrations. 37s. 6d. 


@ THE PRINCIPLES AND PRACTICE OF MEDICINE 
3 Edited by SIR STANLEY DAVIDSON, M.D., P.R.C.P.(Edin.). 
; Third Edition. 1,080 pages. 109 illustrations. 35s. 


@ TEXTBOOK OF MEDICAL TREATMENT 

Edited by D. M. DUNLOP, M.D., F.R.C.P., SIR STANLEY 
DAVIDSON, M.D., P.R.C.P.Ed., and STANLEY ALSTEAD, M.D., 
F.R.C.P. 

; Seventh Edition. 944 pages. Iustrated. Ready about December. 


@ CLINICAL APPLICATION OF HORMONE ASSAY 
oy on A. LORAINE, M.B., Ch.B., Ph.D., M.R.C.P.Ed. 








pages. 66 illustrations. Ready in October. 

if @ AORTOGRAPHY. Its Application in Urological and 
id some other Conditions 

By W. BARR STIRLING, Ch.M., F.R.C.S.Ed. Ready September. 


300 pages. 160 illustrations. ° 
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PITMAN MEDICAL 





THE DOCTOR, HIS PATIENT AND THE ILLNESS 
MICHAEL BALINT, M.D. 


“This is an exciting book . . . a book which should be read by 
consultants no less than the general practitioner . . . ” 
Postgraduate Medical Journal 
_ . . we shall all be the better . . . if we read and re-read this 
admirably clear and fair account...” 
The Practitioner 


. . a Stimulating and important book...” 
Times Literary Supplement 


. . rewarding to any serious student of the human mind.” 
The Manchester Guardian 


40s. net 





PITMAN MEDICAL PUBLISHING CO., LTD. 
45 NEW OXFORD STREET, LONDON, W.C.I 

















LLOYD-LUKE Medical Research Council 
eten you Leukemia and 
Aplastic Anemia 
want a book in Patients Irradiated 
ask us about it... for Ankylosing Spondylitis 
by W. M. CourT-BROWN 
when you and R. DOLL 
want it quickly Special Report Series No. 295 (1957) 


Price 10s. 6d. (post 4d.) 


ask us tosend it... 
fo) Od) 8 fe) 


LLOYD-LUKE (Medical Books) LTD from the Government Bookshops 


49 Newman Street, W.| or through any bookseller 
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MEDICAL 


Ocular Surgery 

Arruga second edition £18 
Liver: Structure and Function 
Popper and Schaffner £7 10s 6d 


Keratoplasty 


Paton £10 |4s 


The Early Detection and 
Prevention of Disease 


Hubbard 56s 6d 


Analytical Pathology 


Mellors 90s 


Obstetric Practice 
Speert and Guttmacher 52s 6d 


Integrated Gynecology 
Rubin and Novak 3 vols £22 !0s 





BOOKS 


As an exposition of modern technique in ophthalmic 
surgery this book is unequalled and seems likely 
to remain so. The Lancet on the previous edition 


Extremely successful . . . it will undoubtedly be the 
standard reference book of its subject for years to 
come .. . also an excellent textbook. The Lancet 


An excellent and beautifully illustrated book . . . (it) 
reflects great credit on the author, and will be most 
valuable as a book of reference and in the study and 
practical application of corneal grafting. 

British Medical Journal 


This volume should have an excellent future . . . it is 
a most valuable contribution to the literature of 
preventive medicine. Medical Review 


(The reader) will find the essays rewarding ; they are 
relatively short and contain a remarkable amount of 
information. The Lancet 


Practical up-to-date guidance . . . well written... 
conforms in large measure to British teaching and 
practice . . . A book which will be found valuable 
and helpful. The Practitioner 


Will always prove a much-sought-after reference 
book. British Medical Journal 


Recommended without reservation for broad use. 
Journal of American Medical Association 


THE BLAKISTON DIVISION 


McGraw-Hill Publishing Company Limited 


McGraw-Hill House London EC4 
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== NEW BOOKS =*™ 
Recently Published 


UNEXPECTED REACTIONS 
TO MODERN THERAPEUTICS 
Antibiotics 

Leo Schindel, M.D. 15 - 


THE CYTOLOGY OF 
EFFUSIONS 


in the Pleural, Pericardial and Peritoneal Cavities 
A. I. Spriggs, p.M. (Oxon.) Jilustrated. 42/- 


TEXTBOOK OF BRITISH 
SURGERY: VOLUME Il 


Edited by Sir Henry Souttar, C.B.E., F.R.C.S. 
and Professor J. C. Goligher, ch.M., F.R.C.S. 


350 illustrations 105 - 


CLEFT LIP AND PALATE 
Second Edition 
W. G. Holdsworth, F.R.c.s. 
148 J/lustrations. 42- 


DEAFNESS, MUTISM AND 
MENTAL DEFICIENCY 
IN CHILDREN 
L. Minski, M.D., F.R.C.P., D.P.M. 
Illustrated 126 


CORTISONE THERAPY 


Mainly Applied to the Rheumatic Diseases 
by J. H. Glyn, M.D., D.Phys.med. 
Foreword by 
Lord Cohen of Birkenhead 21 - 


COMPARATIVE ASPECTS OF 
HAEMOLYTIC DISEASE OF 
THE NEWBORN 
by G. Fulton Roberts, M.p. (Camb.) 176 





Wm. Heinemann Medical Books Ltd. 
99 Great Russell Street, W.C.1 














Make SMITH’S 
your bookshop 


We can supply 

you with all the medical, 
surgical and technical books 
that you need throughout 

your career. Books not in stock 
can be obtained for you, and 
students, in particular, 

are invited to ask for lists of 
titles on any subject. 








Our local branch can also supply 
your business and personal stationery. 





W. H. SMITH & SON 


Head Office: STRAND HOUSE, LONDON, W.C.2 
Branches throughout England and Wales 








Technique of Fluid 
Balance 


Geoffrey H. Tovey, M.D. 


Director, South West Regional Blood Transfusion Service 


This small book is designed to provide the 
busy doctor with a concise and essentially 
practical outline of the maintenance of body 
fluid equilibrium and the correction of an 
established imbalance. 

Many useful diagrams, tables and specimen 
record cards are given. 


Price 12s. 6d. 


send for descriptive leaflet 


OLIVER & BOYD 
Tweeddale Court, Edinburgh 1 
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CLINICAL TROPICAL DISEASES 
By A. R. D. ADAMS and B. G. MAEGRAITH. 
508 pages, 65 illustrations. 1953. 40s. 


THE PRINCIPLES OF THERAPEUTICS 


By j. HAROLD BURN. 290 pages, 35 
illustrations. 1957 27s. 6d. 


AN INTRODUCTION TO EXPERI- 
MENTAL SURGICAL STUDIES 
By W. J. DEMPSTER. 400 pages, 65 
illustrations. 1957 50s. 


THE DIAGNOSIS AND TREATMENT 
OF INFECTIONS 
By D. GERAINT JAMES. 
tables. 1957 


ANATOMIES OF PAIN 
By K. D. KEELE. 216 pages, 27 illustrations. 





224 pages, 24 
30s. 


1957 27s. 6d 
AN INTRODUCTION TO CLINICAL 
ENDOCRINOLOGY 
| By A. STUART MASON. 192 pages, 
5 illustrations. 1957 22s. 6d. 


CHEMOSURGERY IN CANCER, 
GANGRENE AND INFECTIONS 

By F.E. MOHS. 314 pages, 68! illustrations. 
1956 £5 2s. 6d. 


BOOKS RELATED TO THIS ISSUE 








BLACKWELL SCIENTIFIC PUBLICATIONS + OXFORD 


SURGICAL INFECTIONS 
By EDWIN j. PULASKI. 
10 illustrations. 1954 





336 pages, 
55s. 6d. 








PNEUMOENCEPHALOGRAPHY 
By E. GRAEME ROBERTSON. 502 es, 
596 illustrations. 1957 <8 los. 


AN INTRODUCTION TO ELECTRO- 
CARDIOGRAPHY 
By L. SCHAMROTH. 72 pages, 106 
illustrations. 1957 12s. 6d. 








INHALATION ANALGESIA IN 
CHILDBIRTH 
By E. H. SEWARD and R. BRYCE-SMITH. 
64 pages, |! illustrations. 1957 7s. éd. 


CEREBRAL LIPIDOSES 
Edited by L. VAN BOGAERT, j. N. 
CUMINGS, and A. LOWENTHAL. 224 
pages, 57 illustrations. 1957 42s. 









THE DIAGNOSIS AND TREATMENT 

OF ENDOCRINE DISORDERS IN 

CHILDHOOD AND ADOLESCENCE 
By LAWSON WILKINS. Second Edition. 
556 pages, 497 illustrations. 1957 €6 12s. 6d. 









SURGERY FOR DENTAL STUDENTS 
By M. F. A. WOODRUFF. 332 pages, 
108 illustrations. 1954 “Sos. 

















MODERN PUBLIC HEALTH 
FOR MEDICAL STUDENTS 
I. G. DAVIES, M.D., F.R.C.P. 
496 pages 50 illustrations 
POLIOMYELITIS 

W. RITCHIE RUSSELL, m.p. 
2nd edition 160 pages 40 illus. 
THE COMMON 
INFECTIOUS DISEASES 
H. STANLEY BANKS, ».p. 
362 pages go illustrations 
TEN TEACHERS. 
MIDWIFERY 

Ninth Edition, Edited by 

F. W. ROQUES, F.r.c.0.c., W. J. H. 
M. BEATTIE, F.R.c.0.G., AND A. J. 
WRIGLEY, F.R.C.0.G. 


615 pages 250 illustrations 


30s. net 


16s. net 


21s. net 


32s. 6d. net 


SAVILL’S SYSTEM OF 
CLINICAL MEDICINE 


Thirteenth Edition, revised and edited by 
E. C. WARNER, m.p., 


with contributions by 20 authors 
1226 pages 195 illustrations 


FORENSIC MEDICINE 
KEITH SIMPSON, m.p. 
Second Edition 
352 pages 


THE HAIR AND SCALP 
AGNES SAVILL, M.p. 
Fourth Edition 


45S. net 


133 illustrations 21s. net 


328 pages 59 illustrations 25S. net 
TEN TEACHERS. DISEASES 
OF WOMEN 


Ninth Edition, editors as for Midwifery 
488 pages 179 illustrations 28s. net 


EDWARD ARNOLD (Publishers) LTD 
41 Maddox Street, London, W.!. 
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H. K. LEWIS & Co. Ltd. 





BOOKSELLING DEPARTMENT 


FOREIGN DEPARTMENT 


SECOND-HAND DEPARTMENT 


LENDING LIBRARY 


The Library in 
Books in all branches 


Bi-monthly List of Ne 
added to 


H. K. LEWIS & Co. Ltd. | 


136 Gower Street, London, W.C.! 


Large stocks of Textbooks and recent Litera- 
ture in all branches of Medicine and General 
Science. Catalogues on request 


Books not in stock obtained to order. 


A constantly changing large stock of Books 
on Medicine, Science, and Technology 
always available 


Medical and Scientific 
Annual Subscription, Town or ¢ 
from £1.17.6d 


untry 


ludes all recent and standard 
of Medicine, Surgery and 
the Allied Sciences 

w Books ond New Editions 


the Library sent post free on request. 


Prospectus posi free on request 


Telephone EUSton 4282 (7 lines) 

















A Medical Investigation 


A.l. 


in the 


INSEMINATION? 


* 


IN THE HUMAN } By 





Human 


A. M. SCHELLEN 


M. D. Nijmegen 


te MARKABLY enough this is the first 


complete medical study of a practice of the 
gravest social and moral import. Dr. Schellen 
had exceptional facilities in Europe and 
U.S.A.; he reports dispassionately (till the 
last few pages) and gives full references: some 
of his facts are pretty astonishing. (Elsevier, 


340 pp. 72s.) 


Synopsis from Elsevier agents 
31 Wrights Lane, London, W.8 


Cleaver-Hume Press Ltd. 
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The World’s Largest Officially Appointed Retailer exclusive to 


ROLLS-ROYCE and BENTLEY 
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Jack BARCLAY 


LIMITED 









LONDON, W.1 


~~ 


Mayfair 7444 
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LIFTER 
THE HOYER PATIENT - 


Sofves many A 
incapacitated patient iS Concerned 





With the aid of the Hoyer Patient Lifter 
the incapacitated patient can be safely and 
easily transferred from bed to wheel chair, or 
easy chair, or conveyed to the bathroom, etc. 
The adjustable wheelbase will go round a 34” 
arm-chair or through a narrow 24” door. The 
hydraulic lifting movement is smooth, positive, 
foolproof. It is operable by one person and there 
is no apprehension on the part of the patient. 
Various comfortable seats, slings and commode 
seats in canvas or nylon are available. Write for 









illustrated brochure to: 


JOHN BELL & CROYDEN 


MAKERS OF SURGEONS’ INSTRUMENTS AND HOSPITAL EQUIP MENT 


WIGMORE STREET LONDON W.I 


"Phone: WELbeck 5555 (20 lines). ‘Grams: Instruments, Wesdo, London 














Rely on Rybar 
for Instant Relief 


Ever increasing numbers of medical men are 
relying on Rybarvin Inhalant to combat broncho- 
spasm. The Ministry of Health having agreed 
to the prices of Rybar asthma inhalants, Rybar- 
vin can be freely prescribed. 


RYBARVIN brings relief. Consistently, 
often spectacularly, attacks are cut short 
and their frequency lessened. Free from 
excess acid, non-irritant and non-habit- 
forming, it is an ideal inhalant for all 
asthmatics, young and old. 


RYBAR INHALER has been specially 
designed for aerosol therapy. Both Rybar- 
vin and the Inhaler may be prescribed on 
N.H.S. Form E.C.10. 


Samples and details of trial outfits 
forwarded on request. 











Rybarvin Formula 
Pituitary Extract. Posterior 


and Anterior Lobe. cea wiv 
Methylatropine Nitrate .. .. 014% wiv 
Papaverine .. .. .. .. «- 008% wiv 
Adrenaline .. .. .. .. .. O40% Wiv 
Ethyl Para-aminobenzoate .. 0- wiv 


Iso-buty! Para-aminobenzoate 0-01% wiv 








TANKERTON . 


KENT 
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Now available: the Second Edition, revised and enlarged, of the classic 


DISEASES OF THE HEART AND CIRCULATION 
BY PAUL WOOD, O.B.E. 
Royal 8vo 1028 pages 450 illustrations Sgns. net 


Reviews of the First Edition: 
“A work which no cardiologist who aspires to keep abreast of his subject can afford 


to be without.” BRITISH HEART JOURNAL 
**4 notable contribution to the literature of the subject.” THE PRACTITIONER 
“A very readable and important exposition.” BRITISH MEDICAL JOURNAL 


EYRE & SPOTTISWOODE 








BRITISH PHARMACEUTICAL CODEX 1954 
SUPPLEMENT 1957 


The number of new medicaments which have become important since the 
Codex was published in 1954 has made it necessary to revise several 
parts of the main book. This has been done in a Supplement published 
on May 10. The Supplement, which has the same status as the Codex, has 
been prepared with the assistance of nine committees and sub-committees 
representing all branches of medical and pharmaceutical knowledge. 


The Supplement contains new monographs and formule, a large number 
of amendments to specifications in the main volume, and authoritative 
information on the action and uses of the new medicaments. 


Pp. xitt + 125 Price 27s. 6d. (Postage and packing Inland 1s. overseas 2s.) 


THE PHARMACEUTICAL PRESS 
17, Bloomsbury Square, London, W.C.1 





The Medical Service of the Royal Navy 
VACANCIES FOR MEDICAL OFFICERS 


Candidates are invited for Short Service Commissions of 3 years, on termination of 
which a gratuity of £600 (tax free) is payable. Ample opportunity is granted for 
transfer to Permanent Commissions on completion of one year’s total service. Officers 
so transferred are paid instead a grant of £1,500 (taxable). 


All entrants are required to be British subjects whose parents are British subjects, 
medically qualified, physically fit, and to pass an interview. 

Full particulars from the Admiralty Medical Department, Queen Anne’s Mansions, 
St. James's Park, London, S.W.1. 























A 18 THE PRACTITIONER 

































Clinical Control of 
orthostatic hypotension 


with SPENCER“ 


One of the findings in studies* covering a six month to 
three year follow-up on 173 patients who had sympa- 
thectomies to include the 4th thoracic level indicate 
that the control of the orthostatic hypotension which 
results “routinely requires a special corset (Spencer 
Support) with a spring suprapubic pad (Spencer 
Abdominal Spring Pad+). . . .” 

The Spencer Support and Abdominal Spring Pad used 
in these—and in present—studies are pictured at right. 
The support improves and maintains posture and 
body mechanics and the Abdominal 
Spring Pad serves as a resilient visceral 
elevator. Together they help prevent 
the pooling of blood in lower abdo- 
men and_ extremities, favourably 
influence circulation and respiration, 
encourage exercise of muscles. The 
comfortable support to spine and 
abdomen produces a heightened sense of well-being, 
and confidence in getting back to normal living. 
These benefits are obtained because this Spencer 
Support—like all other Spencer Supports—is individually pag Note the placement of the 
designed, cut and made for each patient to attain pad in the support. 

the prescribed medical aims. 

Use Spencer Supports with confidence in control of hypotension associated with any 
conditions where support is indicated. 


Inset: Spencer Abdominal Spring 


* Results of High Dorsolumbar Sympathectomy for Hypertension, ‘Annals of Internal Medicine’, 30; 307:329 
(February). 1949 
+ Patented 


For further information write to 


SPENCER (BANBURY) LTD. 


Consulting Manufacturers of 


SURGICAL AND ORTHOPAEDIC SUPPORTS 


Spencer House : Banbury : Oxfordshire 
Tel. Banbury 2265 


Branch Offices 


LONDON : 2 South Audley Street, W.1 Tel.: G 
MANCHESTER : 38a King Street, 2 Tel : BL Ackiners 3075 
LIVERPOOL : 79 Church Street, 1 Tel. : ROYal 4021 
LEEDS: Victoria Buildings, Park Cross Street, 1 Tel. : Leeds 3-3082 
(Opposite Town Hall Steps) 
BRISTOL: 44a Queen’s Road, 8 Tel. : Bristol 24801 
GLASGOW : 86 St. Vincent Street, C.2 Tel.: CENtral 3232 
EDINBURGH : 30a George Street, 2 Tel. : CALedonian 6162 
Trained Spencer Re 


ler-Fitters available throughout the Kingdom, name and address of nearest Fitter 
supplied on request 

APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 

Copyright 
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ll the benefits of AchRomycin ¥ 
.. HOW brought to your younger patients 


Re 
2m 





\SPHATE 


Each teaspoonful (5cc.) contains ACHROMYCIN tetra- 
cycline 125 mg. and sodium metaphosphate 190 mg. 


Botties of 2 and !6 fi. oz. 


ACHROMYCIN V means 
swifter absorption... 
{| higher blood levels..~- 
mill longer antibiotic action. 


’ 
LEDERLE LABORATORIES DIVISION OAL GREAT BRITAIN LTD. London. #02 
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Ride-a-cock-horse today but tomorrow she will be in hospital. Her parents 
are putting their faith in medicine to make her well again. The doctors and 
nurses, in their turn, put their faith in British Oxygen equipment and gases. 
In thousands of cases, every day, British Oxygen equipment and gases are 
used to ease pain and to save lives. 


(©) BRITISH OxYGEN 


BRITISH OXYGEN GASES LTD., MEDICAL DIVISION, GREAT WEST ROAD, BRENTFORD, MIDDLESEX 


Makers and suppliers of anzwsthetic, analgesic and therapeutic equipment and gases 
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what's the use of 
temptation if you 
don’t succumb to it? 


~ao 


For the between-meal nibbler every toothsome morsel 














is an irresistible temptation. ‘Conveyor belt feeding’ 
becomes a habit that punctuates his day with an endless 
series of ‘little somethings ’—most of them starchy and 
all of them fattening. With each surrender to tempta- 
tion his girth grows greater and his will to resist is less. 


* Dexedrine Spansule’ capsules put temptation behind 
him by controlling his appetite all day long — between 
meals as well as at mealtimes. The single morning oral 
dose is easily remembered : between-meal snacks vanish 


as eating habits change, and effective weight reduction 








(( 


; 
tis | ki 


DEXEDRINE 
SPANSULE 


SUSTAINED RELEASE CAPSULES 








control appetite in weight reduction 
@) Smith ‘Kline & French Laboratories Ltd., Coldharbour Lane, London SE5 
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MACFARLAN’S 
ANAESTHETIC 


ETHER (Keith’s) 


Those who have used it know 
the purity and reliability of 
this anaesthetic agent, the 
result of nearly a century of 


patient research and experience. 


Samples are available on request 


J. F. MACFARLAN & CO. LTD. 


ESTBD. 1780 
109 ABBEYHILL 8 ELSTREE WAY 
EDINBURGH, 8 BOREHAM WOOD 
HERTS. 
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pavacol 


TRADE MARK 


PAPAVERINE —CODEINE COUGH SYRUP 





Pavacol combines the antispasmodic 
papaverine and the sedative codeine with 
mild expectorants and demulcents. Well 
tolerated by children and adults for all 
types of coughs, particularly when asso- 
ciated with bronchitis, influenza and 
whooping cough. 





Adaprin tablets, containing acetomenaph- 
thone and nicotinamide, relieve chilblains 
without the unpleasant side-effects asso- 
ciated with the rapid vaso-dilatation of 
nicotinic acid. 

Treatment—2 tablets 3 times daily. 
Prevention—2-3 tablets daily. 












TRADE MARK 


adaprin 





TABLETS Oa wee reaBLAINS 


Literature and professional samples 
available on request. 


WARD, BLENKINSOP & CO., LIMITED 





YORK HOUSE, 37, QUEEN SQUARE, LONDON, W.C.1 
Telephone : HOLborn 5992/6 (5 lines.) Telegrams : Duochem, Westcent, London 
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The world’s most trusted name 
in surgical dressings 


Baby Products 
Bandages 
Clinical Sheets 
Cotton Wooi 
Cotton Wool Balls 
Dental Products 
‘K-Y." Lubricating Jelly | 
"| Porous Elastic | 
E Adhesive Bandages 
er Gauze. Lint 
>| ‘Zo’ & ‘Zonas’ Adhesive 
Spool Plasters 
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Plesmet 


TABLETS 





Plesmet perfects the acknow- 
ledged haemopoietic efficiency 
of ferrous sulphate in all iron 
deficiency anzmias by ensuring 
that it is extraordinarily well 
tolerated—particularly in preg- 
nancy. In a recent clinical trial 
a course of Plesmet was 
markedly successful in raising the 
haemoglobin percentage from an 
initial average level of 62 to an 
average 73 in two weeks. 


EACH TABLET CONTAINS 


Ferrous Aminoacetosulphate 
equivalent to 50 mgm. of Ferrous 
Iron with | mgm. of Aneurine 
Hydrechloride B.P. 


COATES & 


PYRAMID WORKS « 


Ferrous Sulphate Glycine Complex 


THE NEW 
PERFECTLY TOLERATED 





> ORAL TREATMENT 
FOR HYPOCHROMIC 


ANAEMIA 


100 tablets 2/8 
1000 tablets 17/6 


Basic N.H.S. Price: 





Daily average cost of treatment—/d. 


COOPER LTD. 


WEST DRAYTON °¢ MIDDLESEX 


MAXIMAL EFFICIENCY AT MINIMAL COST- WRITE FOR SAMPLES &. LITERATURE 
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surface 
approach 





CHLOROMYCETIN®* is therapeutically 
active against pyogenic organisms 
which cause or complicate many 
superficial skin disorders met with 

in daily practice, Topical application 
of Chloromycetin Cream produces 
high local concentrations, resulting in 
rapid bacterial clearance of the 
iffected area. This 

cream in a smooth water-miscible 
base is also useful 1 dressing for 
minor infected wounds. 


*Trade Mark 






/ 
Chloromycetin 
' cream 


for local treatment 
of pyodermas 
Chloromycetin Cream, ae 


1 per cent. is available in r 
collapsible 1 ounce tubes. 


“heer PARKE, DAVIS & COMPANY, LTD - (Inc. U.S.A.) * HOUNSLOW +» MIDDLESEX + Tel: Hounslow 2361 
224 














For deadly wrface action, 
they're the three bert One f horow 


STREPTETS 


TRIPLE ANTIBIOTIC TROCHES 













COMPLETE ANTI 


Col 






rarely si 
mo 


Tri dle antibi 


PA’ 


Botiles of 20 tre 
Sul 








Streptets 


Kk ANTIBACTERIAL COVERAGE IN DISGUISE 


f Of the many flies at his disposal, our fisherman knows from 
pcremee which are most likely to succeed in a variety of conditions. 
“Sa 

Comparably, clinical experience shows that the poorly absorbed, 


rarely sensitizing antibiotics in the $treptets troche are the ones 


most usually effective a 





PACKING 


' . ; ‘ “ 
fles of 20 troches (each contains 50 1.U. Zine Bacitracin, 500 units Polymyaxin B 


Sulphate, and 1 mg. Neomycin Sulphate 


* trade mark 








FOR THAT DIFFICULT AGE 


Young Raymond has stopped being a baby, even in his mother’s eye. 
Yet he cannot be reasoned with and he is still too young 
to understand why he should take his medicine like a man, 


especially when his father doesn’t like swallowing tablets. 


It is reassuring both for you and your patients—parents included—that you 

can prescribe oral Penidural when penicillin therapy is indicated. Not only are 
the suspension and oral drop forms really pleasant to take, they also ensure 

reliable and effective blood levels at infrequent dosage intervals. 


oral PENIDURAL” proved in a million cases 


PACKS: 


Bottles of 60 ml. suspension (300,000 units benzathine penicillin per 5 ml. teaspoonful). 
Bottles of 10 ml. oral drops (100,000 units per calibrated dropper). 


Also available as tablets (200,000 units) in bottles of 20 and 100. 


trade mark * 


JOHN WYETH & BROTHER LTD., CLIFTON HOUSE, EUSTON ROAD, N.W.1. 


Pr.12. 10/57 
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ANTIBIOTIC HAZARDS 





j plished, 
esta! 
poe +s ard for 





Remarkable advance in the control 
of antibiotic side-effects 


ENPAC is a new and unique preparation of antibiotic-resistant 
strains of Lactobacillus acidophilus in a vehicle of the vital growth 
factors necessary for the strains to become established and multiply 
in the human gut. When administered during oral antibiotic 
therapy, these strains replace the intestinal strains of L. acidophilus, 
and an important part of the bacterial flora is maintained intact. 


»# PROMOTES an acid reaction in the intestine 
antagonistic to the proliferation of most 
pathogens. 





* INHIBITS the multiplication of Staphy- 
loccus and Monilia and related fungi, and 
prevents superinfections. 





™% CONTROLS the bacteriological side-effects 
of oral antibiotic therapy as well as 
certain intestinal disorders. 


Literature and complimentary supplies for clinical trial 
are freely available to the medical profession on request. 


ae 


Distributed by: LLOYD-HAMOL LTD., 
11, Waterloo Place, London, S.W.1. Whitehall 8654/5/6 





A British product developed by Aplin & Barrett, Ltd. Biologicals Division 
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Women with dysmenorrhoea commonly have 
depression and uterine cramps, as well as pain. 


All three symptoms are relieved by ‘Edrisal’ tablets. 


‘Edrisal’ combines the analgesic action of 
aspirin and phenacetin with the anti-spasmodic, 
anti-depressant effects of ‘Benzedrine’. The 
pain is alleviated ; the uterine cramps relieved ; 


the patient’s gloom dispelled. 





Ed 4 isal relieves the pain, the depression : 
and the cramps of dysmenorrhoea 


AN Smith Kline & French Laboratories Ltd. 


PColdharbour Lane, London SB5 
Ber 126 
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Some minutes after applica- 
tion the skjn becomes flushed 
and there is a comforting feel- 
ing of warmth which persists 
Sor many hours. 


REGRIMENG 


Rubriment relieves pain in 
such conditions as muscular 
rheumatism, fibrositis, strains 
and sprains. 





A new long-acting rubefacient— 


safe and effective 


RUBRIMENT containsa new substance, the 
benzyl ester of nicotinic acid, which gives a long- 
lasting rubefacient effect. Experimental studies 
have shown that even after prolonged and re- 
peated application no damage or irritation to 
the skin structure was caused. 

Ten minutes after application there is a feel- 
ing of warmth and the area becomes flushed. 


This redness is due to the dilation of the small 
cutaneous blood-vessels. Clinical reports have 
been received of the efficacy of Rubriment for 
relief in such conditions as muscular rheuma- 
tism, lumbago, fibrositis, strains and sprains. 
The immediate and prolonged vasodilatory 
action of Rubriment also provides relief for 
unbroken chilblains. 





Available in two forms Rubriment (2.5% 
nicotinic acid benzyl ester and 0.1% Capsicin) 
is available either as a cream or as a liniment, 
both of which are non-greasy. 

The cream is rapidly absorbed and needs 





only gentle application. It is supplied in tubes 
of 20 g. (approx.). Basic price to N.H.S., 2/2d. 
The liniment lends itself to massage, if this 
is required. It is supplied in bottles of 2 fl. ozs. 
(approx.). Basic price to N.H.S., 3/-. 








Directions for use One application per day has 
been found to be effective for the majority of 
patients, though a fresh application may be made, 


if necessary, at more frequent intervals. Rubriment 
is not advertised to the public and can be pre- 
scribed on E.C.10. 


RUBRIMENT Horlicks Limited 


PHARMACEUTICAL DIVISION 


SLOUGH BUCKINGHAMSHIRE 
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Veganin 


proved relief for ‘ Asian ’Flu’ symptoms 
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Veganin for your influenza patients 


VEGANIN 


rapidly reduces temperature and quickly 
relieves headaches 


Can be prescribed on E.C.10 
Aspirin 250 rr Phenacetin 250 mg. Codeine Phosphate 10 mg. 


s Dosage: For ‘Asian Flu’ two tablets three times a day. 
ra 
rs 


WILLIAM R. WARNER & CO. LTD., EASTLEIGH, HAMPSHIRE 


vec 377/3 














..+ for dependable 
conception control 


with. the Ortho Diaphragm 





Ortho Pharmaceutical Limited - High Wycombe - England 
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DIPASIC 
IS AVAILABLE 
FOR 
INVESTIGATION 





Literature will be 
forwarded on request 








BENGUE & COMPANY LTD. Manufacturing Chemists 


MOUNT PLEASANT > ALPERTON » WEMBLEY ® MIDDLESEX 


Bengue & Co. Ltd. moke “ Dipasic ” available in the United Kingdom by orrangement with 


Ed. Geistlich Sons Ltd., Wolhusen (Switzerland) 








See co 
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SUPPLIES OF THIS FOLDER 
ARE AVAILABLE FREE OF CHARGE 


“Reducing Your Weight” is a new and easily followed guide to 
diet for weight reduction, and includes some simple advice and 
a varied menu. The folder is designed for handing to the patient, 
whose name may be written in a space provided on the cover. 

Quantities of this folder are available free of charge to medical 
practitioners. For a supply, or a specimen copy, write to the 
Energen Dietary Service at the address below. 

The Energen Dietary Service, staffed by qualified dietitians and 
under medical supervision, offers information and practical 
assistance in all dietary and nutritional problems. All services are 
free of charge, and practitioners are invited to apply for details. 

(Available in U.K. only) 


The Head Dietitian 
ENERGEN DIETARY SERVICE 
25a Bryanston Square, London, W.1. Tel: AMBassador 9332 
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CHLOROMYCETIN* 
Ophthalmic 





CHLOROMYCETIN 
Ophthalmic Ointment 





CHLOROMYCETIN* 


HYDROCORTISONE 
Ophthalmic 


CHLOROMYCETIN 


HYDROCORTISONE 
Ophthalmic Ointment 


PARKE, DAVIS & Company Ltd. (inc. U.S.A.) 
*Trade mark HOUNSLOW - MIDDLESEX - Telephone : Hounslow 236! 
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IMPORTANT 
ANNOUNCEMENT 


BROVON ASTHMA 
INHALANT 


Price Agreement with the Ministry of Health * 
A reduced price for Brovon 

Asthma Inhalant, acceptable to the Ministry, 
has been agreed under the 

Voluntary Price Regulation Scheme. 


Freely prescribable on the N.H.S. * 

As a result of the above 

agreement, Brovon Asthma Inhalant is again 
freely prescribable on Form E.C.10 


Economy in Prescribing 

At the reduced price, Brovon Asthma 
Inhalant costs the N.H.S less 

than at any previous time since its 
introduction in 1939. 





* Extract from a letter being forwarded 
by the Ministry to Executive Councils for 
distribution to all Doctors:— 


“The prices of Brovon Inhalant (manufacturers :— 
Moore Medicinal Products Ltd.) have 

recently been adjusted in accordance with 

the pricé regulation scheme and the request 
to doctors not to prescribe 

this product is therefore withdrawn.” 


BROVON ASTHMA INHALANT Contains :— 


Atropine Methonitrate 0.14% WIV 
Papaverine Hydrochloride 0.68% W/V 
Adrenaline (Epinephrine) 0.50% Wi¥ 
Chlorobutol 0.50% wiv 


Literature and samples gladly sent on request. 


Moore Medicinal Products Ltd. 


1 QUEEN'S TERRACE 
ABERDEEN 


64 GLOUCESTER PLACE 
LONDON, W.I 
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the best things in life are not free... 
from hyperacidity 


Most patients know when their hyperacidity is caused by over 
indulgence in food, tobacco or drink. When the cause is not 
obvious, the doctor may trace gastric distress to emotional 
strain and nervous tension. In any case, the causes are not 
easy to remove, but the symptoms are—with Gelusil. 

Gelusil promptly and effectively controls the excessive gastric 
acidity of “ heartburn” and chronic indigestion. Its action is 
sustained, and side-effects do not occur. Gelusil leaves the 
patient free from constipation and “ acid rebound ”’. 


Dose: 2 tablets after meals, or whenever symptoms arise. 


Formula: Each tablet contains Magnesium Trisilicate 7.5 gr. 
and Aluminium Hydroxide gel 4 gr. 


Packing: In packs of 20 and §0 tablets. Packs of 500 
available to chemists for dispensing. 


GELUSIE, 


TRADE MARK 


WILLIAM R. WARNER & CO. LTD., EASTLEIGH, HAMPSHIRE 
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most spermicidal contraceptive 





The unmatched potency of fDelfen vaginal cream is due to its new 


chemical spermicidal agent which invades every vaginal crevice 


by the rapid release action of a new emulsified oil-in-water base 


éDelfen vaginal cream: 


nonylp ypolyethoxy § 5.00% 
in an oil-in-water emulsion at pH 4.5 
LITERATURE ON REQUEST 





Orthe Phermaceutical Limited - High Wycombe - England 








when the clinical problem is respiratory tract infection 


e.g.: 





Albamycin therapy is also commonly con- 
clusive therapy in the 
“common” 
urinary 
response 1s 


other 
intestinal, 
tissues, and ear. Clinical 
prompt—blood concentrations 
with orally-effective Albamycin are 10 to 50 
times higher than with other antibiotics, and 
significant serum ¢ 


majority of 
iniecthons—systemic, 


tract, solt 


oncentrauions persist up to 
24 hours or longer. Organisms susceptible to 
bactericidal Albamycin include Gram-posi- 
tive and a certain few important Gram-nega- 
tive pathogens (including many susceptible 
strains of staphyloc occi and Proteus resistant 


BRONCHITIS 


MONIA * 


SINUSITIS * TRACHEO-BRONCHITIS 


TONSILLITIS * PHARYNGITIS * BRONCHOPNEU- 


LOBAR PNEUMONIA 


WMYCU?T 


O 


to other antibiotics). Albamycin is character- 
ized by exceptional gastrointestinal tolerance. 


Adults: 500 mg. every 12 hours. Children: 15 
mg./Kg. of body weight per day, in divided 
doses every 6 or 12 hours. Supplied: Alba- 
mycin tablets, 250 mg., bottles of 16 and 100. 
\lbamycin Syrup (125 mg. per 5 cc. tea- 
spoonful, bottles of 2 fluid ounces. 

*TRADEMARK FOR UPJOHN’'S BRAND OF NOVOBIOCIN 


f ellinn | ' 
Upjohn | Fine pharmaceuticals since 1886 
L : 


UPJOHN OF ENGLAND LTD- CRAWLEY - SUSSEX 














eye-ear ointment 
Each gram contair 


Hyd 


with applicator t 


Neo-Cortef 


neomycin for infection 
hydrocortisone for inflammation 








eye-ear drops 
Each ce 
Hydrocortisone 
15 mg. (1.59 
Neomycin sulphate 
Supplied : As a 5 cc 
Sterile suspension in a 


bottle with a cropper 
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CHLOROMYCETIN* Ear Drops greatly 


reduce the time and effort necessary 

to treat suppurative otitis media, 

chronic otorrhoea, and infections of 
fenestration and mastoid operation cavities. 
Treatment can be conveniently 

carried out, if necessary in the patient's 
home, and is effective in a matter 

of days as compared with previous 
techniques requiring long and tedious 


application under close supervision. 





a aa > 
CHLOROMYCETIN ...... 
| 
1 i *Trade Mark 
EAR DROPS 10°, Parke Davis 
(Chloromycetin 10°, in propylene & Company Limited (Inc. U.S.A.) 
glycol) in 5 c.c. vials with dropper, HOUNSLOW, MIDDLESEX 
& bottles of 100 c.c Telephone Hounslow 236! 
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There's no respite. He must catch the tide. Powerful arms and legs continue the resolute rhythm forcing 
him through the grey-green water. Sighted long ago, the sage-topped cliffs are brilliant in the noon sun- 
ligit. So near. But how many more urgent strokes are needed to reach them ...? Suddenly the water 
warms. A ragged cheer goes up. There's shingle underfoot, He's crossed the English Channel. Through 
muscle and good technique, he’s overcome the barrier created by Nature. 


A barrier set up by Nature in the human body tends to be more baffling, and 
medicine is faced with the task of finding a way to overcome it. One such barrier, 
the mucosal block, keeps a great many patients constantly on the verge of iron- 
deficiency anaemia. When oral iron is administered to an anaemic patient, the Hb 
level is raised at first, but the very effect of this is to increase the efficiency of the 
mucosal block. The more the Hb level rises, the more effective the block becomes. 
Depleted body iron reserves remain depleted. The patient is never buffered against 
relapse. But, like the wide sea divide, the natural barrier to iron can be overcome— 
through muscle and good technique. /ntramuscular iron by-passes the mucosal block. 
Fully absorbed and fully utilised, it not only raises the Hb level, but also 
replenishes body iron stores. 


imfe ron the certain iron therapy 


Trade Mark 





PRESCRIPTION INFORMATION. Each 2 ml. ampoule of Imferon will raise the Hb about 2.5%, (5 ml. about 
6".,), in an adult of average weight, as well as contributing to the replenishment of body iron stores. 
Imferon is available in ampoules of 2 ml. and 5 ml. in boxes of 10 and 5 ampoules respectively. A simple 
dosage calculator and notes for nurses on intramuscular injection technique are available on request. 


BENGER LABORATORIES LIMITED-HOLMES CHAPEL: CHESHIRE 
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Ferrum et scutum 
lanceaque 


(cum arte) 








mal Haemoglobin down 
S Body iron stores 


Suggested further reading: 


Blood, 1955, 10,567. Bull. N.Y. Acad. Med., 1954, 30, 81. 

J. Amer. med. Ass., 1956, 162,197. Ann. intern. Med., 1955, 42, 458. 
Ann, intern. Med., 1953, 38, 199. J. clin. Invest., 1952, 31, 543. 
Brit. Encyl. Med. Pract., Med. Progr., 1956, P.47. 


Amferon_, 


le Mark 


BENGER LABORATORIES LTD., HOLMES CHAPEL, CHESHIRE * PIONEERS IN PARENTERAL IRON THERAPY 
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MUCOSAL BLOCK 


ORAL IRON 
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BLOOD LOSS 
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In the prevention of 


Post partum haemorrhage 


HYALASE 


Trade Mark 


“the spreading factor”’ 







with ergometrine 


BENGER 


BENGER LABORATORIES LIMITED, HOLMES CHAPEL, CHESHIRE 





TE ene 













Nth ahaa etd ease ass + 


A EN in 








act es 


Locman 








ANNOUNCEMENTS A 49 




















“an approach to the ideal is provided 

by a slowly dissolving antacid tablet which 
is lodged between the gum and cheek. Thus, with 

each act of swallowing, alkali is carried down over 

the gullet to the stomach. It is remarkable how little is 

the quantity needed to depress effectively the 
concentration (pH) of gastric HCl. The 















‘NULACIN 
THERAPY 


—Simple, safe, effective 


A Nulacin tablet effectively depresses the con- 
centration of gastric HCI in peptic ulcer and 
other conditions of hyperacidity. It also provides 
protection against gastric HC1 to the otherwise 
unprotected oesophageal wall and in such con- 
ditions as oesophagitis and hiatus hernia. 

SUPPLY. Nulacin tablets may be presciibed 
on E.C,10. The dispensing pack of 25 tablets is 
free of Purchase Tax. (Basic price to N.H.S.: 
2/-). Also available in tubes of 12. 


HORLICKS 
LIMITED 








Antacids, The Practitioner, January, 1957, 178: 43 
Antacids in Peptic Ulcer, The Practitioner, January, 

| 1956, 176: 103 

Recent Advances in the Ulcerative Diseases of the 
Gastro-intestinal Tract. Amer. J. Gastro., Decem- 
ber, 1956, 26: 665 

Ambulatory Continuous Drip Method in the Treat- 
ment of Peptic Ulcer, Amer. J. Dig. Dis., March, 
1955, 22: 67-71 

Management of Peptic Ulceration in General 
Practice, Med. World, December, 1954, 81: 591-601 

Clinical Investigation into the Action of Antacids, 
The Practitioner, July, 1954, 173: 46 





first such tablet (‘nulacin’). . .« 
Practitioner, January, 1957 
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Pharmaceutical Division, Slough, Bucks., England 
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for the treatment of Acne Vulgaris — 


Acnil combines the therapeutic 
qualities of Resorcinol, Cetrimide and FORMULA 


Precipitated Sulphur in a masking Resorcinol 4% 


a 2 . Precipitated Sulphur 3°% 
cream base. The base is flesh-tinted Cetrimide 4% 
to conceal the acne spots during In a masking base. 
treatment and women patients can 

apply face powder over Acnil 

without detriment to its curative action. 


Basic N.H.S. price 1 oz. pack 2/3d. 


The word Acnil is a regd. trade mark of 


Genatosan Ltd., Loughborough, Leics. 





The most 


potent vitamin 


makes @ most 


effective tonic 


Bz is the most potent vitamin of all. Its effective dose is measured not in 
thousandths, but in millionths of one gram. Just 100 micrograms of By, 
injected regularly as maintenance therapy, enables the patient with pernicious 
anaemia to lead a normal life. An even smaller amount, taken as liquid or 
tablets, exerts the well-known tonic effect. 

The effectiveness of vitamin B,, as a tonic is confirmed by the most 
telling evidence of all — experience in practice. Hundreds of doctors 
know the many occasions when Bj, has relieved debility symptoms, 
shortened convalescence, improved the nutritional status of the chronic 
ill and elderly, bestowed a buoyant feeling of well-being and restored appe- 
tite, thereby turning sub-normal weight gain into steady weight progress. 

Few tonics show so consistently such successful results. But then few 


tonics contain nothing but B,, the most potent vitamin of all. It is 


made by Glaxo Laboratories who isolated the vitamin after years of 


study and research. 


CYTOCON the B. toni 


GLAXO LABORATORIES LTD., GREENFORD, MIDDLESEX. BYROon 3434 


Subsidiary Companies or Agents in most countries 
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Pattern for Today 


Today, the preference is for oral rather 
than parenteral treatment—provided 
it is as effective. Penicillin-V has pre- 
cisely this advantage, giving clinical 
results consistently comparable with 


injectable penicillin. It achieves this 
end because, unlike penicillin-G, it is 
remarkably stable in gastric secretion. 
Penicillin-V gives higher blood levels 
than other oral penicillins and is more 
potent, dose for dose. When penicillin 
is indicated, let Penicillin-V-Lilly be 


the choice. 


leerage Dose 125mg. (200,000 units) four 
times daily increased in severe 
infections. 

‘Pulvules’ 125mg. and 250mg. 

Suspension Paediatric, 62.5me. per 45«« 
Also as 
Pablets and Suspension 
Penicillin-V-Sulpha Lilly 








EL! 


PENICILLIN- 





A Lilly DISCOVERY 


LILLY & COMPANY LIMITED, 


BASINGSTOKE, 


ENGLAND 
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One drop spreads multiple benefits 


&D MERCK SHARP & DOHME LIMITED, HODDESDON, HERTS. 





INFLAMMATION WITH INFECTION DEMANDS 


‘HYDELTRAGIN’ 


TRADE MARK 
WHEN A SKIN LOTION IS PREFERRED 


Prednisolone when applied to skin lesions, exerts anti-inflamma- 
tory, anti-allergic and anti-pruritic actions similar to hydro- 
cortisone—but cdéncentrations only one-fifth to one-half that of 
the parent steroid are required. ‘Hydeltracin’ Topical Lotion 
contains 0.5 per cent of prednisolone together with 0.5 per cent of 
neomycin sulphate. The inclusion of neomycin ensures effective 
attack on most pathogenic organisms commonly found in skin 
lesions, and is necessary when prednisolone is used locally in the 
presence of infection. ‘Hydeltracin’ is indicated in skin lesions 
characterised by inflammation, with or without infection, such as: 
seborrhoeic dermatitis, contact dermatitis, adult eczema, infantile 
eczema, pruritus with lichenification, otitis externa, intertrigo. 


NEW Topical Lotion—Prednisolone with Neomycin 
How supplied: 


“Hydeltracin’ Topical Lotion ts formulated in an elegant, non-greasy base, and 
packed in plastic squeeze-botties containing 15 mi. 
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‘cpt’ Oral depot therapy 
10-12 hours uninterrupted 
therapeutic effect 
with a single oral dose 


advantages : 
(1) certainty of continuity 
(2) no relapse due to broken administration 
(3) no forgotten doses 
(4) economy—low N.H.S. cost 


asmapax* sustained action ‘ ionexten ’-tabs.t 


day-long and night-iong 
freedom from bronchospasm 


formula: } gr. ephedrine hcl. (as resinate), 65 mg. theophylline, 
150 mg. bromvaletone, 50 mg. mephenesin. 

dosage: |-2 tablets q 2h. 

basic N.H.S. cost: 30 tablets 5/-. 


d e x t e n * sustained action ‘ionexten’-tabs.t 


day-long appetite control 
day-long mood elevation 


formula: 10 mg. dexamphet. sulph. (as resinate). 
dosage: }-! cablet at breakfast time. 
basic N.H.S. cost: 30 tablets 2/6. 


barbidex* sustained action ‘ionexten ’-tabs.} 


day-long relief of anxiety 
and depression 


formula: 10 mg. dexamphet. sulph. (as resinate), 
| gr. phenobarbitone. 

dosage: }-! tablet at breakfast time. 

basic N.H.S. cost: 30 tablets 3/10. 


In ‘ionexten’-tabs. controlled ionic exchange evenly 
feeds the therapeutic agents into the blood stream at 
optimal level for 10-12 hours independent of varying 
physiological factors. 

(‘ionexten'-tabs. are not enteric coated). 


\n the 
* regd. t trademark patents pending &, NG 
write for clinical samples, literature and * Ai 
case reports. Wee 
Clinical Products Ltd., Richmond, Surrey 
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* CHOLEDYL 


A major advance in ORAL xanthine therapy 








The main advantages 
of Choledyl therapy 


@ STABLE 


@ FIVE TIMES 
MORE SOLUBLE 
THAN AMINOPHYLLINE 


@ RELATIVELY FREE 
FROM SIDE-EFFECTS 


@ HIGH THEOPHYLLINE 
BLOOD LEVELS 


@ AVOIDS TENDENCY TO 
DEVELOP DRUG TOLERANCE 


What is Choledyl ? 


Choledyl (choline theophyllin- 
ate), is a completely new 
approach to oral theophylline 
therapy. It is a stable, true, 
chemical compound. Choledyl 
is clinically superior to oral am- 
inophylline and provides a pre- 
dictable therapeutic response. 


COMPARISON OF THEOPHYLLINE BLOOD 
LEVELS FOLLOWING A SINGLE ORAL DOSE OF 
800 mg. CHOLEDYL AND FOLLOWING A SINGLE 
ORAL DOSE OF 800 mg. AMINOPHYLLINE. 
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PRESENTATION 


Choledyl is available in tablet form in two strengths 
each tablet containing Choline Theophyllinate, 


100 mg. (coloured pink) or 200 mg. (coloured yellow) 
Supplied in bottles of 100 and 500 tablets 


@ Literature and Sample on application 
MANUFACTURED IN ENGLAND 
* under licence from WARNER-LAMBERT PHARMACEUTICAL COMPANY, NEW JERSEY, U.S.A., 


- owners of the trade mark; United Kingdom patent No. 736,443 and South Africa patent No, 22,325 


ALLEN & HANBURYS LTD : 
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POLYBACTRIN 


antibiotic powder spray 





A FRACTIONAL RELEASE GIVES 
COMPLETE DISPERSAL OF 
POWDER OVER THE WOUND 


1.The Polybactrin unit offers a new 
technique for topical application of 
antibiotic therapy, enabling an 
efficient, economical] and dry cover- 
age of the wound area to be made. 
2. The extensive range of bactericidal 
activity afforded by the triad of bac- 
itracin, neomycin and polymixin 
gives an extremely wide coverage 
of wound pathogens without the 
risk of inducing resistant strains of 
organisms. 
Ps. pyocyaneus, particularly pres- 
entin burns, is comp/etely inhibited 
by polymixin, considerably reduc- 
ing the healing time. 





| 
| INVALUABLE IN ALL BRANCHES OF 
I SURGERY 


Polybactrin provides a unique 
and economical means of 
a; plying acombination of Zinc 
Bacitracin, Neomycin Sul- 
phate and Polymixin  ‘B’ 


ad 


> sh4 4. Polybactrin is not readily absorbed 
Sulphate—the three antibio- : “ : “= 
tics of choice for topical use. = oo = Se risk of systemic 
The antibiotics are presented 5. Th gon ell t F toxi a 
in an ultra-fine powder form > Le DeCpeean) Gee ee oe 
dispersed under pressure with does not support combustion. 

spe T 6. There are no contra-indications to 


the use of Polybactrin. Systemic 
therapy may be given concurrently 
if necessary. 


FORMULA: Each pack contains: 
Neomycin Sulphate 750 mg. Poly- 
mixin ‘B' Sulphate 150, units. 
Zinc Bacitracin 37,500 units. Propel- 
lent 83°5 g. Net contents 85 g. -4 


means of powder insufflation 
incommon use, there is norisk 
of contamination of the anti- 
biotics by airborne pathogens 
obtaining entry into the unit 
by suction. 


| 
| 
| 
| 
| 
| 
la propellant, and unlike other 
I 
I 
| 
I 
| 


POLYBACTRINS@ESI. : 


No samples available 
CREWE: tonses: 


4 Mansfeld Street, W4 
Telephone CALMIG LIMITED 0 Nr Lalenen ODO 


Crewe 3251-3 








AUSTRALIA: 458-468 Wattle St., Ultimo, Sydney, N.S.W. CANADA: Terminal Building, York St., Toronto 
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BENYLIN BXPECTORANT* is a rational 
and effective preparation containing 
Benadryl* and expectorants for the 


r o | \ € f relief of cough associated with 


irritative and congestive conditions of 
the respiratory tract. It inhibits the 
0 f cough reflex, alleviates congestive 


symptoms, such as nasal stuffiness, a 

: and exerts a soothing effect on the i 
upper respiratory mucosa. Benylin : 

Expectorant is presented as a pleasant 4 

raspberry-flavoured syrup, and as it is ; 

free from opiates is suitable for + 

children as well as adults. 4 

*Trade Mark 3 
F 3 


Benylin Expectorant _ 


‘ demulcent - decongestant 4 


Supplied in bottles of 4, 16 and 80 fi. ozs. 
«> Parke, Davis & Company Ltd. (inc. U.S.A) Hounslow, Middx. Tel.: Hounslow 236! 
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Night attack 


The angina patient goes to bed in fear and may wake in 
agony. Peritrate prophylaxis can ease his mind con- 
siderably. Since Peritrate is a long-lasting coronary 
vasodilator, a single dose affords protection for as long 
as 4 to § hours . . . a considerable part of the night. 
Peritrate will not abort attacks completely — but it pre- 
vents attacks or reduces their severity in up to 80% of 
cases. Exercise tolerance is increased, nitroglycerin in- 
take is reduced and very few side-effects occur. 

Active principles: Pentaerythritol tetranitrate 10 mg. 
Packing: Bottles of 50 tablets and dispensing pack of 
§00 supplied to chemists. 

PERITRATE WITH PHENOBARBITONE. (Peritrate 
10 mg. with Phenobarbitone 15 mg.) is also available, 
similarly packed. 


Peritrate 


Trade Mark 


WILLIAM R. WARNER & CO. LTD., LONDON and EASTLEIGH 
277/7/ 
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cases 

of 

spasmodic 
dysmenorrhoea 


Prophy lactically, a course 


of tablets starting a day or two 


before the expected flow will give 





complet relief in most cases 
BUSCOPAN is a completely saf 
spasmolytic giving ris 
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BUSCOPA) 


rapid relief f 


associated with Spasmoc 
Dyst enorrha@a. Whe 
pain is severe, an 
intramuscular injection 
followed in four } 

bv oral administrat 


(2 tablets three times 


Other indications 
Gastric or duodenal ulcer, spasmodic 
disorders of the gastro-intestinal tract 


biliary colic and delayed relaxation 





of the lower uterine segment, 


BUSCOPAN® 


NE-S-Bt TYLBROMIDE 
Manufactured and distributed he U.K. by Pfizer, Lid., Potkestone, Kent. for 


Cc. H. Boehringer Sohn, ingeltheim am Rhein 


ered Proprietors of the Trade Mar % Regd. Trade Mark. 
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Is there a ‘best’ 
antibiotic for 


routine use in 


General Practice? 


In general practice the ideal method of 
selecting an antibiotic—laboratory deter- 
mination of precise sensitivity—is often 
impracticable. It causes delays which may 
be dangerous and, applied consistently 
by every general practitioner, would 
grossly over-load available laboratory 
facilities. 

In general practice, therefore, the need 
is for an antibiotic which clears almost 
all common infections quickly, and with a 
minimum of undesirable side effects. Sim- 
plicity of dosage is an added advantage, 
particularly where administration must 
be left to relatives or parents. 


PFIZER 
PHARMACEUTICALS 


Pfizer 


The Value of 
sigmamycin 


OLEANDOMYCIN TETRACYCLINE 


in General Practice 


Over the whole range of infections 
susceptible to tetracycline, Sigmamycin 
offers enhanced potency, producing faster 
and more complete eradication. Matro- 
mycin* (the Pfizer brand of oleandomycin) 
is an exceptionally well-tolerated anti- 
biotic. Its inclusion in Sigmamycin permits 
a reduction in the dose of tetracycline- 
Dosage is unusually simple: moderate 
infections in adults, one 250 mg. capsule 
every six hours; severe infections, two 
250 mg. capsules every six hours. In over- 
whelming infections a further increase 
may be needed and may safely be given. 
Sigmamycin is, therefore, a carefully 
calculated combination of antibiotics 
designed to offer enhanced activity, 
improved tolerance, and a simple scale 
of dosage over the whole range of 
‘general practice’ infections. The remark- 
able characteristics of this very successful 
combination have been amply demon- 
strated by extensive clinical trials," 
4 A full summary of current information on Sigma- 


mycin, together with a review of clinical trials, is 
available upon application. 


Sigmamycin 250 mg. capsules, each of which con- 
tains 167 mg. tetracycline and 83 mg. oleandomycin, 
are available in bottles of 16 and 100. 
Sigmamycin 50 mg. capsules, each of which contains 
33.3 mg. tetracycline and 16.7 mg. oleandomycin, 
are available in bottles of 25 and 100. 


* Registered Trade Mark. 


Manufactured at Sandwich and processed at 


Folkestone, Kent 








a wise precaution er 


‘Three patients presenting radiological evidence 
of peptic ulcer... are reported. ... The apparent 
high incidence of this serious side effect .. . 
suggests the advisability of routine co-administra- 
tion of an aluminium hydroxide gel.’ 


J.A.M.A., (1955) 158: 463 


The incidence of peptic ulceration 
following the use of prednisolone and 
whether or not there is a need for an 
antacid formulation, remains an open 


question. ... 


We have decided to meet these two parallel demands by offering two parallel 
products. Deltacortril will, of course, remain available for use where it is 
held that additions are unnecessary. For those who favour the use of an 
antacid buffer we have introduced a new product—Deltacortril (AF)—a tablet 


which contains prednisolone and dried aluminium hydroxide gel. 


Deltacortril 
(ANTACID FORMULA) 


These tablets contain, in addition to 5 mg. prednisolone, 
300 mg. of dried aluminium hydroxide gel. Deltacortril (AF) 
is available in bottles containing 100 tablets. 








The t 
tablet 





.--or a needless 


addition ? 


‘Our observations indicate that prednisone and 
prednisolone may be used . . . without undue 
gastro-intestinal hazard. Further, the addition of 
antacid or anti-spasmodics appears unwarranted.’ 


Ohio State med. J., (1956) §2: 942 


... reviewing this division of opinion we 
have decided that, to maintain the 
completeness of our steroid range, we 


must cover both shades of opinion. 





Deltacortril 


BRAND OF PREDNISOLONE 


The unmodified steroid will continue to be available in 
tablets containing 5 mg. and | mg. prednisolone. 
* Registered Trade Mark 
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MADE IN 


SANDWICH 


In one of the largest and most 
modern plants of its kind in 


Europe, we manufacture both 





pharmaceuticals and fine chemicals. 





re | 


FOLKESTONE 


In Folkestone we prepare and pack 








the finished products — tablets, 
capsules, ointments, injections and 


other convenient dosage forms. 


Pfizer) PFIZER PHARMACEUTICALS 


PFIZER LTD + FOLKESTONE + KENT 
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when 
regularity is 
disturbed 


DULCOLAX, the new contact laxative 

smoothly induces easy bowel movement 
overnight. Though colonic peristalsis is 
subject to individual variations, the 
well-being of many patients demands a 
regular daily bowel movement, and DULCOLAX 
will achieve this without side-effects or 


subsequent rebound constipation. 














DULCOLAX is supplied in tablets which, 


if given in the evening, will bring about 
a soft, easy motion about ten hours later 
or alternatively, as suppositories 


which act within the hour. 


OTHER INDICATIONS 


Habitual consti pation Constipation due to the 
change of food or environment or after surgical 
proce dure. Con sti pation c mused by serrous illness, 
fever, or circulatory diseases. Constipation 
associated with pregnancy. In hemorrhoids 


to facilitate evacuation. 


Dutlcolax 


4, 4 -Diacetory - dipheny! - Pryidyl-2-methane 


Manufactured and distributed in the U.K. by Pfizer Lid., Folkestone, Kent, for 
c. H. Boehringer Sohn, Ingelheim am Rhein 
Registered Proprietors of the Trade Mark. @Regd. Trade Mark 
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the newest ven modification of PAS for safe, acceptable, convenient and 
Rengulieally reliable performance in combined regimens with Isoniazid. 


B-PAS (Wander), 4-benzoylamino-2-hydroxybenzoate, first introduced by our 
Research Laboratories in 1948, is an acknowledged contribution to tuber- 


culotherapy. 
ADVANTAGES 


CALCIUM B-PAS (Wander) is virtually insoluble. 
it apes te high blood levels of extended duration. 
t 1s practically tasteless. 
It is well cclvented and best suited for domiciliary use. 


MULTIPLE PRESENTATION FOR COMBINED REGIMENS 


CALCIUM B-PAS (Wander) is available as such in two convenient forms: 
Powder and Cachets. Content im each form is ranged so that the daily regimen is 
simplified. The 3.5 g. Powders taken with a draught of water or milk are especially 
acceptable. For combined regimens of B-PAS and INAH, ‘B-PASINAH’ 
Powders and Cachets according to preference supply the advantage of concurrent 
therapy in readily acceptable form which practically ensures the patient's 
co-operation in carrying out mstructions. 


PACKINGS 
CALCIUM B-PAS 


Seaton: Tins of = and 400 x 3.5 g. envelopes 
achets: » 80 and 400x1 Og 
Sodiumyp- PAS (Wander) me available in f 5 g. Cachets 


*‘B-PASINAH? (B-PAS plus Isoniazid) 


Powders: Calcium B-PAS (Wander) 3 3 g. 
Isoniazid . 87.5 mg. 
Tins of 150 and 400 


Cachets: Calcium B-PAS (Wander) | g. 


Isoniazid . ‘ 4s mg. 
Tins of 100 and 500 
Full Abstracts from Literature on B-PAS, also details of institutional quantities and prices sent on request. 
*PASINAH’ Cachets of 1.5 g. Sodium PAS and 17, 25, 33 or 50 mg. Isoniazid also available. 


Tins of 100 and 500 
All Wander tuberculostatic products are obtainable from usual pharmacists or direct from 


A. WANDER LTD., 42 Upper Grosvenor St., Grosvenor Sq., London W.1 


INDIA: Khatau Valabhdas & Co., Indian 
Globe Chambers, Fort Street, Fort, Bombay, 
1. PAKISTAN: Grahams Trading Co., 
(Pakistan) Ltd., P.O. Box 30, Karachi. 
CEYLON: A. Baur & Co., Ltd., Colombo. 


CANADA: A. Wander Ltd., Peterborough, 
Ontario. AUSTRALIA: A. Wander Ltd., 
Devonport, Tasmania. NEW ZEAIAND: 
A. Wander Ltd., Christchurch. 
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VIMALTOL 


A VITAMIN FOOD SUPPLEMENT OF 
WIDE APPLICATION 











* VIMALTOL”’ is a delicious vitamin food 

concentrate of value to infants, children and 
adults. Its formula has been developed in the 
* Ovaltine ’ Research Laboratories in the light of 
prolonged investigations by scientific experts in the 
field of dietetics. The malt extract, yeast, halibut 
liver oil, vitamins and iron in ‘Vimaltol’ are 
presented in a palatable and easily digestible form, 
which is taken readily over long periods, 


When the quantity of vitamins supplied by the 
diet is known or suspected to be insufficient, 
‘ Vimaltol’ will provide some of the essential 
accessory factors to help to render the diet 
balanced and adequate. 


© ‘Vimaltol’ is widely recommended as a dietary 
adjunct of use towards meeting the higher 
metabolic requirements of growing children. 


= Standardized to contain in each ounce not less 
2; than 2,000 i.u. Vitamin A; 200 t.u. Vitamin D; 
‘a 0.4 mg. Vitamin B,; 0.3 mg. Vitamin B, 


Ribofiavin); 4 mg. Niacin (P.P. Vitamin); 
3.3 mg. Iron in a readily assimilable form. 





a 
ET 


A Product of the ‘ Ovaltine’ 
Research Laboratories 


Clinical samples on Physicians’ request 
to the Medical Department 


A. WANDER LTD., 
42 Upper Grosvenor Street, 
Grosvenor Square, 
London W.I. 
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migril’ for 


migraine 





Dispels headache 


Disperses visual disturbances 


Defeats nausea and vomiting 


*Migril’ provides, for the first time, a successful 3-way attack on migraine. 
*Migril’ contains ergotamine tartrate (2 mgm.), caffeine (100 mgm.) and 
cyclizine hydrochloride (50 mgm.) in each tablet. The inclusion of cyclizine 
hydrochloride not only eliminates the nausea and vomiting often associated 
with migraine but also enables larger and more effective doses of 


ergotamine to be administered. 


© 
Ergotamine Compound (Compressed) 
PACKS OF 10 AND 100 


BRAND 








bral BURROUGHS WELLCOME & CO. (The Wellcome Foundation ltd.) LONDON 
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Inability to take aspirin... 


IT WAS RECENTLY reported (Brit. med. F., 1: 444, 1957) 
that of 178 rheumatic patients, 25% could not take plain 
aspirin in adequate dosage. 

Of this 25%, however, the great majority tolerated a 
modified aspirin such as Paynocil. 

Not only are Paynocil tablets usually well tolerated by 
the stomach (even on the heavy dosage needed for 
rheumatoid arthritis), but they are extremely palatable, 
disintegrate instantly on the tongue without water, and 
cause no discomfort or unpleasant after-sensation. 


... indicates 





non-irritant, palatable, 
quick-dispersing aspirin 


FOR ADULTS * FOR CHILDREN 

. 
PAYNOCIL _ Junior PAYNOCIL 
EACH TABLET CONTAINS ‘i EACH TABLET CONTAINS 
Acetylsalicylic acid.......... 10 grains Acetylsalicylic acid.......... 24 grains 
Aminoacetic acid ............ sgrains ° Aminoacetic acid ........... 1} grains 
PACKAGES in sealed foil strips: * PACKAGES in sealed foil strips : 
Cartons of 18. * Cartons of 20. 












Dispensing packs 
e of 240: basic 
N.H.S. cost 
(tax free) 12/-. 


Dispensing packs 
of 240 : basic 
N.H.S. cost 
(tax free) 21/8d. 





Detailed r dati for dosage in rheumatoid arthritis 
will be gladly supplied on request 
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Cc. Lk. BENCARDLTD. PARK ROYAL, LONDON, N.W.IC 

















Circular booms or ** sacks” each consisting of about 25,009 logs, on the Gatineau River, Quebec. one of Canada's 
richest sources of pulp wood. (Photograph by courtesy of the National Film Board of Canada.) 


—but when blood vessels are occluded... 


ANTICOAGULANT THERAPY 


with 
PULARIN Mn DINDEVANE 


PRESENTATIONS. 
PULARIN  (Heparin-Evans) 5 mi. rubber capped bottles containing 1,000 i.u., 
5,000 i.u. and 25,000 per ml. ; ampoules of | mi., 12,500 i.u. per ml. 
DINDEVAN (Phenindione-Evans) Tablets of 10 mg. and 50 mg. 


Further information gladly supplied by the Medical Information Department 
%* TRADE MARKS 
EVANS MEDICAL SUPPLIES LIMITED 


SPEKE, LIVERPOOL 19 ~ (HUNTS CROSS 1881) 
London Office: Ruislip, Middlesex (Ruislip 3333) 
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THE MONTH 


Ix the therapeutic field, 1957 has been predominantly a year of con- 
solidation. The trickle of new antibiotics has been maintained but has done 
little to affect the principles or outcome of treatment. The 

The oral hypoglycemic agents have been shown to have a very 
Symposium restricted use and to be of more value as indications of better 
things to come, whilst the indications for the use of the 

steroid hormones have been clarified. Little, if any, progress has been 
achieved in the three outstanding medical problems of the day—malignant 
disease, rheumatic disease, and virus infections. Much has been written on, 
but little achieved in, the correlation of fat intake, lipemia, and coronary 
disease. The nine-day wonder of the so-called ‘tranquillizers’ as a cure-all 
for the discontent of the present age has been metamorphosized into the 
more acceptable form of a series of new drugs of promise in the treatment 
of certain forms of mental disorder. In the field of surgery the most sig- 
nificant advance is what Sir Russell Brock (p. 435) describes as ‘the attain- 
ment by cardiac surgery of a firmly established successful position in 
routine surgery’. In looking back to the state of affairs twenty years ago, it 
is difficult to resist the temptation to use that much-abused adjective, 
‘dramatic’, in describing the advances which have been achieved in the 
surgery of the heart—advances in which British surgeons have played such 


an outstanding part. 


OF all advances in treatment none has had more widespread influence than 
the introduction of the antibiotics. They have almost become a specialty in 

themselves, and it is a sign of their therapeutic status that 
Antibiotics in this annual Special Number devoted to ‘Advances in 

Treatment’ we have, for the first time, allocated a separate 
article to ‘Advances in Antibiotics.’ The literature on the subject is now so 
vast that the ordinary clinician clearly needs an authoritative guide to it, 
such as that provided by Lieutenant-Colonel J. Pulaski (p. 465). It is typical 
of the scale of literary output on the subject that two books on antibiotics 
should be included among the new books reviewed in this issue. What is 
even more significant is that one of these should be entitled ‘Unexpected 
Reactions to Modern Therapeutics: Antibiotics’. 

The mere fact that it has been considered necessary to publish a book 
devoted to the side-effects of antibiotics is an indication of the extent of the 
problem—and it is a problem for which the medical profession must accept 
a large amount of responsibility. Too often are the antibiotics prescribed 
indiscriminately—to the certain detriment of the patient’s (or the Nation’s) 
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purse, and to the possible detriment of the patient’s health. Many of the 
modern generation of doctors seem to have forgotten that Nature provides 
the first, and often the best, line of defence against infection, and that the 
only role of the antibiotics is to support and supplement Nature’s defences 
when these are inadequate. Perhaps the most glaring example of the mis- 
use of antibiotics, and one to which Lieutenant-Colonel Pulaski draws 
attention, is in the prevention of infection. Except in certain special cases, 
there is no evidence that antibiotics are of any value in this field. Last year, 
for instance, a study group of the College of General Practitioners con- 
cluded that ‘the routine use of antibiotics in measles is expensive and largely 
unnecessary’. The latest development in the antibiotic field—namely, com- 
bination therapy—is equally open to criticism. Unless the medical 
profession quickly adopts a more critical attitude in the prescribing of 
antibiotics, there is a very real risk that antibiotics may prove more of a 
curse than a blessing to mankind. 


TIME was, and not so very long ago, when the profession bemoaned the 
lack of potent drugs. Today the pendulum has swung far in the opposite 
direction, and the practitioner is embarrassed by the multi- 
Practitioners’ plicity of new and active preparations which are launched 
Prescribing upon him almost daily. Therapeutic potency is by no 
means in direct proportion to cost, but it is inevitable that 
these new synthetic products of the laboratory, often involving many years 
of research, should cost more than the stock ‘mist. expect.’ or the mass- 
produced aspirin. To what extent is the Nation’s steadily rising drug bill 
due to this new therapeutic phenomenon? Perhaps, even more important, 
to what extent are practitioners prescribing these expensive new drugs 
more freely than they need do? 

These are only two of the many questions raised—and discussed, if not 
always answered—in a recently published book which should be carefully 
studied by all doctors: ‘Social Aspects of Prescribing’, by J. P. Martin 
(London: William Heinemann Ltd., price 215.). From the point of view of 
the prescribing doctor, however, his most important conclusion is that ‘it 
is abundantly clear that in concentrating on ‘‘expensive’”’ prescriptions . . . 
the Ministry is tackling what is in some ways a side issue’. ‘More im- 
portant’ in Mr. Martin’s opinion, is the ‘problem of excessively frequent 
prescribing’. As an example of what could be saved in this way, he calcu- 
lates that if the 1955 average frequency of prescriptions per patient were re- 
duced by one prescription, the total saving would have been over £8} million. 
This is obviously only one facet of an exceedingly complex problem, but 
it does suggest that, with a certain amount of care and without any hard- 
ship to patients, the profession could make a useful contribution towards 
helping to curb the cost of the Health Service. Whatever our opinion may 
be of the merits or the demerits of the Service, as a profession it is our 
responsibility to the Nation to ensure that the cost of our patients’ pre- 
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scriptions is no higher than is necessary to ensure that we restore them to 
health as speedily and as effectively as possible. 


ON grounds of expediency the recommendation of the Committee on Homo- 
sexual Offences and Prostitution (H.M. Stationery Office, price 5s.) that 

‘homosexual behaviour between consenting adults in pri- 
Homosexuality vate be no longer a criminal offence’ is probably justified, 

but there will be many who will wonder what the long- 
term effect will be if this recommendation is carried into practice. Except on 
the grounds of expediency the arguments of the committee are not particu- 
larly impressive, especially in their review of the difficult problem of the 
differentiation between immorality and illegality. 

Perhaps the most disturbing feature of the Report is the absence from 
the list of witnesses of any representatives of headmasters, school teachers, 
leaders of boys’ clubs, or school medical officers. Surely these are the people 
who have most knowledge of the subject from the only point of view which 
is of any real significance—the effect of homosexuality on the rising genera- 
tion. This is a problem on which the psychiatrists can only provide informa- 
tion on one aspect of the problem, and yet it is they who have provided 
the bulk of the medical information on which the Committee bases its 
recommendation. Incidentally, it is interesting to note that one psychiatrist 
was a member of three different deputations interviewed by the Com- 
mittee. Biologically—and all good doctors are biologists—the fundamental 
problem is how to ensure that the adolescent passes successfully through 
that natural phase of attention to his own sex to that of attention to the 
opposite sex. Anything that hinders this transition must be radically dealt 
with. Whether the recommendation of this Committee hinders or helps this 
transition is problematical. ‘The Committee’s Report certainly adds little 
new to the review of the subject which we published in our symposium on 
‘Sex and its Problems’ three years ago (The Practitioner, April 1954). 
Whatever the final decision may be, this is not a recommendation which 
should be transferred hastily to the Statute Book. Time must be allowed for 
a careful review of all its far-reaching implications. 


To what extent is obesity due to lack of exercise? According to a recent 
American report, the answer to this much debated question would appear 
to be ‘quite considerable’. R. J. Dorris and A. J. Stunkard 

Obesity (Amer. 7. med. Sci., 1957, 233, 622) have compared 15 
and Activity obese women whose average percentage overweight was 62 
per cent., with 15 non-obese women. The two groups were 

comparable in age (average of 42 and 40 years, respectively) and occupation. 
Pedometer measurements indicated that the obese women walked less 
than half as much as their non-obese contemporaries. Thus, the mean 
weekly value for all obese subjects was 14.4 miles, compared with 34.4 
miles for the non-obese women. Equally interesting were the psychological 
differences between the two groups. Every one of the obese women reported 
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a passive acceptance of depressive effects, whereas half the non-obese 
women tried to overcome the mood. Almost equally striking was the 
difference in response to boredom. The majority of the obese women did 
little or nothing to overcome it, compared with only a minority of the non- 
obese women who reacted in this way. The authors rightly point out that 
social interaction is a major stimulus to physical activity, and here again 
there were significant differences between the two groups. In the regrettable, 
if concise, jargon of psychology, ‘the obese women were found to have 
significantly more social inhibitory and fewer social facilitatory responses’ 
than the non-obese women. In other words, although these fat ladies ‘seem 
to have a greater desire and presumably a greater need for easy relationships 
with others, they apparently have significantly less capacity to achieve these 
ends’. It would appear as if a greater understanding of the psychosomatic 
aspects of obesity might well lead to more successful results in the control 
of obesity. 


Many pharmacists of the older generation can still recall the days of 
‘living in’, the arrangement whereby apprentices and assistants lived as 
members of their employers’ households. A correspondent in 

Round a recent issue of The Chemist and Druggist (1957, 168, 156) 
the Clock recalls his experiences of a system which for all practical pur- 

poses ended with the passing of the Shops Act. In those days 
the pharmacist was considered by the public to be on call at any time, and 
night calls, to be answered by the assistant, were not infrequent. One 
occasion is recalled when the night bell pealed loudly about midnight. On 
opening the door a drunken reveller was revealed, demanding a bottle of 
soda water to soothe his parched throat. He was given one, charged three- 
pence for the bottle which would be refunded on returning the bottle. An 
hour later the night bell rang again. This time it was the same customer 
returning the bottle and demanding his threepence. 

Such nocturnal interludes followed a day which had begun at 8 a.m., 
and usually went on until 10 p.m. six days a week. Attendance at church 
or chapel was expected at least once on Sunday—and often twice. In 
addition, the assistant was usually expected to return to the shop after 
morning service in case a customer should call in on his way home. Time 
off for meals was ‘just as long as it took to have the meal and a quick wash 
and brush afterwards’, and an assistant had to get up from a meal and deal 
with any customer who might happen to come into the shop. Needless to 
say, time for study was a rare commodity, and one appointment is recalled 
in which even the time available could not be utilized for this purpose, as 
burning the gas in the bedroom for longer than was reasonably required 
for getting into bed was ‘much frowned upon’. These may not have been 
the ‘good old days’ to those who lived through them, but they produced a 
generation with a sense of sound values which tends to be lacking in these 
more leisurely davs. 











ADVANCES IN MEDICINE 


By JOHN H. TALBOTT, M.D. 


Professor of Medicine, University of Buffalo School of Medicine 
and Physician-in-Chief, Buffalo General Hospital, N.Y. 


As musculo-skeletal disorders and disturbances of metabolism have been 
my particular interest for a number of years, the emphasis in this article 
will be placed upon advances in understanding of the morbid processes and 
better means of treatment of dyscrasias in these large groups of 
conditions. 


PRIMARY GOUT AND URIC ACID METABOLISM 
The evidence is essentially complete in support of the presumption that the 
increased concentration of uric acid in the blood and body fluids of patients 
with primary or secondary gout is caused by an over-production of urates. 
Gout, secondary to a blood dyscrasia, such as myelofibrosis, leukemia or 
polycythemia has for long been attributed to an increased metabolism of 
nucleic acids. 

The isotope techniques which utilize either “N or “C have confirmed the 
phenomenon of an over-production of uric acid in patients with primary gout as 
well as in secondary gout. The studies, however, have revealed somewhat different 
metabolic pathways. Stetten (1954) has demonstrated that, following oral administra- 
tion of glycine labelled with '°N, gouty subjects incorporate excessive quantities 
of the isotope into uric acid. Wyngaarden (1957) has employed C labelled glycine 
with similar conclusions. Each patient studied by Wyngaarden showed abnormally 
high concentrations and abnormally greater cumulative incorporation of the isotope 
in urinary urates. The “C enters the purine ring specifically in the C-4 position 
with less than 5 per cent. of the total “C entering other carbon positions. The 
patterns of urinary hypoxanthine, xanthine, adenine, guanine and 7-methyl guanine 
reveal that synthesis of uric acid involves two types of pathways. The one, an 
early cleavage of newly formed nucleotides, the other the catabolism of nucleic acid. 
The first type of pathway participates in an excessive delivery to uric acid of isotope 
from glycine labelled with “C. 

In a number of patients suffering from gout, an increased excretion of 
uric acid in the urine may be observed. The opinion is generally held that 
there is no impairment in destruction of uric acid to account for the meta- 
bolic defect. Isotope studies have revealed, however, that there may be a 
limited destruction of uric acid in gouty and normal individuals but this 
does not appear to be responsible for the increased volume in the metabolic 
pool of uric acid and the increased concentration of this substance in blood 
and body fluids in gouty patients. Nor is there evidence for a primary renal 
defect as a fundamental cause of the hyperuricemia (Talbott, 19572). 

The mechanism of the acute attack of gouty arihriiis remains to be 
defined. It is believed that uric acid must be deposited in or about the joint 
space prior to the initial acute articular episode. No significant changes in 
the physical properties of uric acid in the joint have been demonstrated at 
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the time of acute articular symptoms, Laster et al. (1957) have observed 
that urinary excretion of 8-hydroxy-7-methylguanine rises during the acute 
attack. This observation may be the clue to the relationship between the 
abnormal purine metabolism and the acute attack. 

I have summarized my experiences (Talbott, 1957b) over a seven-year 
period with probenecid (‘benemid’). Emphasis has been placed upon the 
prophylactic value of colchicine combined with probenecid, once the diag- 
nosis of gout has been established. In moderate or severe cases, approx- 
imately 1.0 mg. of colchicine and 1.0 g. of probenecid in divided doses, are 
prescribed daily. Patients mildly afflicted may be given colchicine only in 
smaller quantities and probenecid be added at a later date if the disease 
appears to be progressive and the acute attacks are not brought under control 
with colchicine. On such a prophylactic regimen, the majority of patients 
with gout, many of whom have been incapacitated for several weeks each 
year, remain essentially symptom free year by year. A number of patients 
who had experienced previously several weeks or months of incapacity 
annually because of articular distress have been followed at this time for 
five or more years without any appreciable joint symptoms. 

The pharmacological action of colchicine is not known. Its prophylactic 
value in the prevention of acute attacks, as well as the management of the 
acute attack, is well documented. Probenecid is endowed with no anti- 
inflammatory properties; the pharmacological action rests solely with its 
effect upon the renal exchange of urates. The toxicity of colchicine is low, 
either in relation to its daily use prophylactically in small quantities or during 
full therapeutic amounts for the acute attack. Likewise, the toxicity of 
probenecid is low, although a few cases of true sensitivity have been re- 
ported. 

Other compounds that have been recommended in treatment include 
demecolcine (‘colcemid’) and phenylbutazone (‘butazolidin’) in the treat- 
ment of the acute attack, and phenylbutazone, throphenylpyrazolidine 
(G-25671) and salicylates in the treatment of chronic gout. In my opinion 
the potential or demonstrated toxicity of each of these preparations pre- 
cludes their being recommended as drugs superior to colchicine and pro- 
benecid at the present time. 

General measures for the treatment of gout include a high fluid intake 
and a balanced diet. Only those substances high in purines, such as liver, 
kidney and sweetbreads, are prohibited. A liberal ponion of red meat is 
permitted daily. Current investigations, using isotope techniques, have con- 
firmed these empirical recommendations. Such investigations suggest that 
proteins may be no worse offenders as precursors of uric acid than carbo- 
hydrates and fats. Some of the simpler biological substances, such as carbon 
dioxide, formic acid, glycine and lactate, may contribute nitrogen or carbon 
atoms to the uric acid molecule and the intermediary metabolism of this 
substance in the gouty subject. There is no objection to a reasonable intake 
of alcoholic beverages. 
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SECONDARY GOUT 

My interest in myelofibrosis (agnogenic myeloid metaplasia) concerns the 
incidence of gout as an unusual complication. In recent months I have had 
an opportunity to review more than 100 post-mortem protocols of patients 
who have died either because of gout or with a diagnosis of gout entered 
upon the record as a clinical observation. Of particular interest have been 
the underlying diseases responsible for secondary gout. The classical litera- 
ture refers to the development of gout in leukemia, polycythemia vera and 
other blood dyscrasias. Recent studies have impressed me with the incidence 
of gout developing secondary to myelofibrosis. This was the most frequently 
encountered blood dyscrasia responsible for secondary gout in the series 
studied. Linnman and Bethell (1957) have reviewed the records of 56 
patients with myelofibrosis and observed the incidence of gout in one 
instance only. The average duration of symptoms related to the blood 
dyscrasia was 37 months. In one case it was 17 years. I believe that one of 
the reasons for the higher incidence of gout developing in this malady, in 
contrast to the leukemias, is related to the duration of the underlying 
disturbance. 


HYPERURICZMIA AND HYPERCHOLESTEROLAMIA 

A study of the concentration of serum uric acid in patients with essential 
hypercholesterolemia by Harris-Jones (1957) disclosed that nine out of a 
total of 65 members of hypercholesterolamic families had a serum uric acid 
level greater than 6 mg./100 ml. The majority had a serum cholesterol level 
of 400 mg./100 ml. or higher. The highest uric-acid concentrations were 
recorded in patients with xanthomatosis. No obvious explanation for the 
association of these metabolic abnormalities was advanced other than that 
in each instance the abnormalities may be familial. 


(RHEUMATIC) SPONDYLITIS 

Whether or not Marie-Striimpell’s spondylitis is a variant of rheumatoid 
arthritis continues to be a subject for debate. More and more evidence is 
accumulating in support of the presumption that these are distinct entities. 
Patients with spondylitis usually do not show evidence clinically of peri- 
pheral joint involvement, rheumatic nodules do not develop, the sheep cell 
agglutination test is negative and the therapeutic response to gold salts is 
negligible. 

Aortic endocarditis and aortitis with aortic insufficiency have been ob- 
served in a selected number of patients as an unusual complication of 
(rheumatic) spondylitis. 

The similarity, pathologically, to syphilitic aortitis is noteworthy. Aortic regurgita- 
tion may be recognized clinically although adequate cardiovascular function tends 
to be maintained for a number of years. Following the onset of decompensation, 
failure is precipitous. Occasionally coronary insufficiency with angina pectoris 
follows involvement of the coronary ostia. There is not sufficient deposition of 
calcium to be detected radiologically as is the case in luetic aortitis. The blood 
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Wassermann and Kahn reactions are also negative. Focal destruction in the elastic 
tissue in the aortic ring leads to dilatation with scarring of the aortic cusps and 
retraction, rolling of the free margins and focal calcification. The cusps show little 
tendency to fuse at the commissures in contrast to rheumatic valvulitis following 
bouts of acute rheumatic fever. The destructive lesion of the aortic wall remains 
circumscribed and does not extend beyond the ascending portion of the aorta as in 
luetic heart disease. Toone et al. (1957), however, have described one case in which 
the lesion extended throughout the thoracic aorta. Multi-nucleated giant cells, often 
seen in syphilitic aortitis, were not observed. Clark et al. (1957) analysed the valvular 
lesions in 1000 cases of rheumatoid arthritis collected from the literature. The 
incidence of all types of valvular heart disease in rheumatoid arthritis was 4.8 per 
cent. The incidence of mitral stenosis was 2.4 per cent., and of aortic regurgitation 
2.2 per cent. 


LE CELL PHENOMENON AND RHEUMATOID ARTHRITIS 

The LE cell phenomenon in rheumatoid arthritis was investigated in 91 
patients with rheumatoid arthritis by Friedman et al. (1957). The sexes 
were approximately evenly divided. The LE cell phenomenon was positive 
in 25 of the g1 patients. None of the patients represented pure (rheumatic) 
spondylitis. Several had peripheral arthritis as well as spondylitis. The 
pathognomonic features of systemic lupus erythematosus were not observed 
in any of the patients. This applied particularly to the skin lesions, a false- 
positive serological test for syphilis as well as to evidence of acquired hamo- 
lytic anemia. The sheep cell agglutination test was positive in 18 of the 23 
patients tested. This may be compared with the report of Ziff et al. (1956) 
who noted that approximately go per cent. of all cases of peripheral rheuma- 
toid arthritis had a positive reaction, whilst in patients with spondylitis the 
sheep cell agglutination was negative. Analysis of the 1,946 cases reported 
in the literature from 1951 to 1956 showed the incidence of positive LE 
cells in patients with rheumatoid arthritis to be approximately 10 per cent. 
If the patient with regressive and atypical rheumatoid arthritis has an 
abundance of LE cells in the peripheral blood, I am inclined to treat the 
case as one of systemic lupus erythematosus (Talbott 1957c). 


SEQUEL OF STEROID THERAPY IN RHEUMATOID ARTHRITIS 
The development of a necrotizing arteriolitis in patients with rheumatoid 
arthritis who have received steroids for a long period of time is becoming an 
important clinical problem. Kemper et al. (1957) have reviewed the post- 
mortem statistics on 52 patients with rheumatoid arthritis. Fourteen had 
received steroids. A total of four patients, or 29 per cent. of the group of 14 
treated with cortisone, showed generalized necrotizing vascular lesions 
similar to those of polyarteritis, whereas none of the 38 patients who had 
not received cortisone had such lesions. It was suggested that in susceptible 
patients with rheumatoid arthritis, the administration of cortisone may 
precipitate the development of diffuse necrotizing arteriol-angiitis. No cor- 
relation between the dosage and the development of vascular lesions was 
observed. Furthermore, vascular lesions specific for rheumatoid arthritis 


were not revealed in the patients who died from causes other than poly- 
arteritis. 
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SYSTEMIC LUPUS ERYTHEMATOSUS AND SPLENECTOMY 
Dameschek and Reeves (1956) have reported the development of systemic 
lupus erythematosus in three patients following splenectomy. Before opera- 
tion, the LE cell tests were negative. There was little clinical evidence to 
suggest the presence of systemic lupus erythematosus. Following splenec- 
tomy, the LE cell tests were positive and the fully developed clinical picture 
became apparent. Two patients suffered from auto-immune hemolytic 
anzmia and one from ‘idiopathic’ thrombocytopenic purpura. It was postu- 
lated that the spleen exerts a controlling action on systemic lupus, especially 
on the bone marrow, and prevents the dissemination of the disease. Splenec- 
tomy permits exacerbation of the morbid process by removal of the suppres- 
sive influences. 


CHRONIC DISCOID LUPUS ERYTHEMATOSUS 

Kaposi’s original concept that chronic discoid lupus erythematosus and 
systemic lupus erythematosus are the same entity has received further 
support. Marten and Blackburn (1956) observed that approximately 50 per 
cent. of 66 cases of discoid lupus revealed clinical or haematological evidence 
of the disseminated process that suggested a mild or early stage of systemic 
lupus erythematosus. The findings included leucopenia, anemia, arthralgia 
or arthritis, splenomegaly and thrombocytopenia. Earlier studies of Huff 
et al. (1950) on the peripheral blood flow in patients with chronic discoid 
lupus or acute systemic lupus showed similar findings. Three patients with 
discoid lupus were followed for 6, 10, and 13 years, respectively, preceding 
the development of the systemic symptoms. Reiches (1957) canvassed 1,200 
dermatologists regarding their experience with the development of systemic 
symptoms in patients with discoid lesions. Among 192 replies there were 
353 patients suffering from discoid lupus who developed systemic symptoms. 
In most cases the LE cell phenomenon was present at the time of dissemina- 
tion. It was suggested that the lupus erythematosus syndrome should be 
divided into: (1) a localized, cutaneous phase which is generally benign, 
and (2) a systemic disseminated phase, which may or may not be associated 
with skin manifestations. 


THROMBOTIC THROMBOCYTOPENIC PURPURA 
A number of case reports of thiombotic thrombocytopenic purpura have 
appeared in recent months in the literature. Baez- Villasenor and Ambrosius 
(1957) have described the clinical findings in a 43-year-old woman with a 
final diagnosis of thrombotic thrombocytopenic purpura. Episodes of pur- 
pura had extended over a period of eight years. The Coombs test was 
positive. Plasma from two patients suffering from thrombotic thrombocyto- 
penic purpura has been transfused into healthy recipients (Adelson et al. 
1954; Brittingham and Chaplin 1957). These experiments followed the 
observation that idiopathic thrombocytopenic purpura may be passively 
transferred by the infusion of plasma. In each instance plasma from cases 
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of thrombotic thrombocytopenic purpura produced no hematological 
changes in the recipients. 


HAMMAN-RICH SYNDROME 

Rubin and Lubliner (1957) have examined the clinical and pathological 
records of 15 patients suffering from the Hamman-Rich syndrome. They 
have also reviewed 39 cases reported in the literature. Although the Hamman- 
Rich syndrome (Hamman and Rich, 1944) refers specifically to diffuse 
interstitial fibrosing pneumonia, similar pathological findings in the lungs 
have been observed in selected instances of the connective tissue disorders, 
which include rheumatoid arthritis, systemic scleroderma, and systemic 
lupus erythematosus. The diagnosis was confirmed by lung biopsy in three 
patients and at necropsy in the remainder. The chronicity of the disease 
was commented upon. One patient had been under observation for more 
than twenty years. 

Symptoms of the Hamman-Rich syndrome comprise cough, expectora- 
tion, increasing dyspnoea and later orthopneea, as well as signs of cardiac 
decompensation. Cough may be associated with abundant sputum; gross 
hemoptysis is infrequent. The development of acute symptoms suggestive 
of pneumonia is unusual. Once the disease is fully established, oxygen is of 
little symptomatic help. On physical examination, clubbing of the fingers 
is present in a minority of cases; blood pressures are within normal limits. 
There is a paucity of physical signs in the chest in relation to the extensive 
findings upon radiological examination. Diffuse interstitial fibrosis, usually 
bilateral, is apparent by x-ray, but the findings are non-specific. Enlarge- 
ment of the heart and evidence of cardiac failure may be observed in the 
well-developed dyscrasia. 

The original observations of Hamman and Rich stress the diffuse pro 
gressive interstitial proliferation of fibrosis tissue throughout both lungs as 
well as proliferation of the lining of alveolar cells. 

Other and more variable components included: necrosis of alveolar and bron- 
chiolar epithelium, a hyaline membrane which lined the alveoli, edema, some fibrin 
deposition in the alveolar walls, presence of eosinophils and the absence of bacteria. 
It was noted also that some patients showed areas of emphysema, associated with 
focal scars, following constriction of terminal bronchioles and the presence of 
squamous epithelium which spread from terminal bronchioles to adjacent alveoli. 
Grossly, the lungs may be bulky and maintain their firmness or they may be small 
and shrunken. The pleural surfaces have been described as smooth and glistening 
or rough and coarse. In patients with a long history of symptoms, a hob-nailed 
appearance to the surface of the lung has been observed. On section, diffuse em- 
physema, bronchiolectasis and gross bronchiectasis create a ‘honey-comb’ appear- 
ance. The features of the pathological physiology which have been revealed by 
pulmonary function studies are similar to those observed in a number of other 
conditions. lhese include systemic scleroderma, berylliosis, sarcoidosis, asbestosis, 
radiation fibrosis, various granulomatoses and non-specific infections. The dys- 
function has been ascribed to an ‘alveolar-capillary block’. A thickened membrane 
and loss of area for diffusion, produced by an obliterated vascular bed and an 
obliterated airway, reduce the diffusing capacity of the lung. Pulmonary hypertension 
is caused by obliteration of the vascular bed and may result in cor pulmonale. 
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The appearance of joint disease in patients with the Hamman-Rich syn- 
drome has been noted by several investigators In a few instances, well: 
developed rheumatoid arthritis appeared prior to the recognition of the 
pulmonary lesion. It should be noted also that diffuse interstitial pulmonary 
fibrosis has been observed in what appears to be typical rheumatoid arthritis. 
It has been postulated that the Hamman-Rich syndrome may represent 
another connective-tissue disorder (Rubin, 1955). 


FAMILIAL PERIODIC PARALYSIS—INTERMITTENT 
ALDOSTERONISM 

Conn et al. (1957) have investigated the exchange of sodium and potassium 
in relation to the paralysis in the clinical syndrome, familial periodic paral- 
ysis. There have been isolated reports in the literature that attacks of 
paralysis may occur without a significant depression of the concentration of 
potassium in the serum. Neither is there a close correlation between the 
severity of the paralysis and the degree of depression of potassium in the 
serum (Talbott, 1941). Conn has noted that muscle function begins to return 
while serum potassium values approximate the lowest values observed 
during the attack. Balance studies have revealed a significant migration of 
sodium into the muscle. This alteration is believed to initiate the chain of 
events which in turn is followed by a migration of potassium. Comparison 
of the sodium and potassium content of muscle in periodic paralysis and in 
primary aldosteronism suggests that the muscle cells must be able to extrude 
potassium if paralysis is to be avoided. When intracellular sodium is high, 
the sum of the intracellular sodium and potassium may be the critical factor 
leading to muscle weakness. The mechanism responsible for the retention 
of sodium and the migration of potassium under the influence of aldos- 
teronism is not elucidated. Nor is there any convincing interpretation of the 
mechanism responsible for intermittency of aldosteronism. Pathological 
studies of skeletal muscle from patients with periodic paralysis during a 
high sodium intake show extensive vacuolization. During low sodium in- 
take no vacuoles are seen. 

In treatment, Conn suggests a low sodium diet and mercurial diuretics. On 
a high sodium chloride intake the administration of glucose and insulin or 
2-methyl-g-alpha fluorohydrocortisone produces complete paralysis. When 
glucose and insulin induce an episode of periodic paralysis, the retention of 
sodium which precedes the paralysis is accompanied by a sharp rise of 
urinary aldosterone. During the intense diuresis of sodium which follows 
paralysis, urinary aldosterone falls below normal. When retention of sodium 
is prevented by a low-sodium diet, attacks of paralysis may not be produced 
by the procedures which usually provoke paralysis nor does sequestration 
of potassium occur. Movement of potassium out of skeletal muscle was 
recorded by Zierler and Andres (1957) during spontaneous recovery from a 
nocturnal attack of periodic paralysis which developed spontaneously, as well 
as during recovery from an attack following oral administration of potassium 
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chloride. Studies on movement of sodium salts were not recorded. 


ORAL COMPOUNDS FOR DIABETES MELLITUS 
The most promising oral diabetic drug currently available is N-butyl-N'- 
toluene-p-sulphonylurea (tolbutamide). This preparation is not effective in 
keto-acidosis or in surgical stress in which insulin is highly beneficial to the 
diabetic. Limited clinical trials furnish increasing evidence in support of a 
definite but limited value of the sulphonylureas. 

Lenzner (1957) has summarized his experience at the Buffalo General 
Hospital since February 1956. Approximately, 35 patients were given a trial 
with tolbutamide. Eight of these patients had been maintained on insulin 
for periods as long as eight years. In no instance did the insulin require- 
ments exceed 10 units. The remaining 27 patients had never received insulin. 
Either they were new diabetics or were diet-controlled diabetics whose 
chemical control was borderline. Presumably they would have been can- 
didates for insulin. Patients with ocular, renal or vascular involvement were 
excluded. There were seven frank failures in the group of 35 patients. 
Excellent clinical results were obtained in 10 patients, and fair results were 
observed in the remaining 18 patients. 

In the experimental laboratory it has been shown that the sulphonylureas 
are effective in normal, but not in alloxanized or depancreatized, animals, 
because of an increase in the availability of insulin. There are several 
explanations for the action of the sulphonylurea drugs without conclusive 
evidence in support of any one explanation. It has been postulated that they 
increase the effective peripheral concentration of insulin through inhibiting 
the potency of insulinase by the stimulation of beta cells of the islands of 
Langerhans. The drugs do not decrease the concentration of liver glycogen 
as does insulin; rather there is an increase in liver glycogen following oral 
administration. Another explanation is an increase in the peripheral utiliza- 
tion of glucose by sulphonylurea. This seems unlikely because an increase 
in the concentration of lactic and pyruvic acid in the blood is not observed 
during the hypoglycemic action. Furthermore, they exert a hypoglycaemic 
effect in totally hepatectomized animals, suggesting that the liver is not the 
sole site of action of this drug. Finally, the possibility that the sulphonylureas 
damage the alpha cells of the islands of Langerhans and interfere with 
glucagon production and abolish the responsiveness of the liver to glucagon 
has been postulated. It must be admitted that histological changes in the 
alpha cells have been described by some observers following the adminis- 
tration of sulphonylurea drugs. Stetten (1957) has summarized our present 
knowledge by stating that, until a mode of action has been clarified, it would 
be difficult to determine whether good or harm is done to the diabetic by 
decreasing the concentration of blood glucose as a result of the administra- 
tion of a sulphonylurea drug. 


OBESITY 
The development of secondary polycythemia in extremely obese patients 
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has been described by several authors. Oxygen saturation of arterial blood is 
slightly reduced at rest whilst physical exercise results in a significant 
decrease. Unlike polycythzmia vera, neither the white blood cell count nor 
the platelet count is elevated. Bone-marrow studies reveal mild erythroid 
hyperplasia without involvement of the myeloid or megakaryocytic series. 
The estimated total blood volume is slightly elevated, with a significant in- 
crease in red cell volume, a decrease in plasma volume, an increase in carbon 
dioxide combining power, an elevation of venous pressure and an increase 
in circulation time. The sequence of events is believed to be initiated by a 
reduction in alveolar ventilation and vital capacity. Reduction in weight 
is followed by a reversal of the clinical syndrome, with a restoration 
of the several disturbances of the circulating blood (Weil and Prasad, 
1957). 

Increase in abdominal girth, whether caused by pregnancy, ascites, or 
obesity, results in an alteration of lung volume (Burwell et al., 1956). When 
this increase is only moderate, as in normal pregnancy or mild obesity, there 
is a reduction in the functional residual capacity. Its components, the 
expiratory reserve volume and the residual volume, are equally affected. In 
these conditions, the total lung capacity remains approximately normal and, 
as a result of a relative increase in inspiratory capacity, the patient is not apt 
to suffer any functional impairment. The only subjective complaint may be 
mild dyspnea on exertion. On the other hand, when the abdomen is grossly 
distended, the changes in lung volume tend to be marked with a decrease in 
all functional components. The decrease in total lung capacity and a reduc- 
tion of expiratory reserve volume follow the elevation and relative fixation 
of the diaphragm with partial collapse of the lungs. In addition, a decrease 
in mechanical compliance and an increase in the work of breathing may be 
of importance. With marked obesity there is an obligation tendency to 
shallow, rapid respirations. 

The fully developed clinical picture includes obnoxious obesity, dyspnoea 
on exertion, pronounced tendency to somnolence, swelling of the ankles, 
a plethoric appearance and cyanosis. Electrocardiography may not be helpful 
except for the normal findings; a partial right bundle branch block may be 
noted. Radiology of the chest reveals elevation of both leaves of the dia- 
phragm and cardiomegaly. The treatment is self-evident. Basically it consists 
of a low-calorie, low-salt diet. Temporary measures include the use of 
digitalis, mercurial diuretics and phlebotomy. One may anticipate restoration 
of all abnormalities in cardio-pulmonary function as the weight approaches 
normal (Carroll, 1956). 


WILSON’S DISEASE 
The primary defect in Wilson’s disease is assumed to be associated with a 
defective synthesis of serum ceruloplasmin, a low concentration of copper 
in the plasma and an increased quantity of albumin-bound copper. These 
alterations lead to an increased accumulation of copper in the liver, brain 
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and other tissues, as well as an increased urinary excretion of this substance. 
Accumulation of copper in the kidney leads to characteristic renal lesions 
similar to those seen in the Fanconi syndrome. Glycosuria, amino-aciduria, 
phosphaturia, and uricosuria may occur (Bishop ef al., 1954). The more 
favoured hypothesis of the pathogenesis of the disease concerns the primary 
effects of the abnormal genes which result in a diminution of the normal 
synthesis of serum ceruloplasmin as well as other proteins. The copper 
bound to serum albumin cannot be utilized in the synthesis of ceruloplasmin. 
Since the copper beund to albumin persists at an elevated level, it is either 
deposited in the tissues, where the affinity for copper is greater than that of 
the serum albumin, or is excreted in the urine. Accumulation of copper in 
the liver and brain is responsible for the clinical findings characteristic of 
Wilson’s disease. Deposition of copper in the kidney interferes with enzyme 
systems responsible for the transport of a variety of substances across the 
tubular epithelium. 

The administration of BAL (dimercaprol) results in an increased excretion 
of copper in some patients only, with subsequent clinical improvement. 
Another chelating agent penicillamine (beta-dimethyl cysteine) which con- 
tains only one SH group, whereas BAL contains two, appears more effective 
in increasing the urinary excretion of copper (Walshe, 1956). ‘There is no 
conclusive evidence as to whether or not the return of serum ceruloplasmin 
to normal levels by the use of cestrogens, decreases the absorption of copper 
from the intestinal tract. 


THE EFFECTS OF COLD 
During the past five years the Josiah Macy Jr. Foundation has sponsored a 
series of conferences upon cold injury (Ferrar, 1951-55). The conferences 
were planned to obtain further information regarding the effects of cold, 
with particular reference to frostbite. Other subjects discussed have in- 
cluded hypothermia, acclimatization, epidemiology, hibernation, diet, meta- 
bolic studies of the Eskimo, the role of ascorbic acid, radiological changes in 
the bone, experimental immersion foot, super-cooling of animals and the 
physiological and pathological effects of cold, respectively. A recent contri- 
bution by Fuhrman and Fuhrman (1957), guests of the Fourth Cold Injury 
Conference, summarized the old and new experimental data on the treat- 
ment of frostbite. The value of rapid thawing of frozen extremities was 
compared with that of slow thawing. The most effective method of rapid 
thawing was believed to be the immersion of the frozen part in water slightly 
above body iemperature for a length of time sufficient to raise deep-tissue 
temperatures to the water value. Rapid thawing was most effective after 
brief exposure whilst the beneficial action was minimized as the duration of 
the frozen state increased. Maximum restoration of frozen tissue was accom- 
plished when immersion in warm water was possible with the parts still 
frozen. It was believed that rapid thawing decreased the time during which 
damage to cells by high electrolyte concentration, as a result of ice in the 
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tissue, occurred. Once the part had reached body temperature, additional 
warming was detrimental. 


MERCURIAL DIURETICS 

It has been held generally that, as inorganic mercury splits off from the 
diuretic or the free mercury bond of the intact diuretic molecule combines 
with sulphydryl compounds, the renal enzymes are rendered inactive and 
diuresis occurs (Pitts and Sartorius, 1950). Recent evidence suggests that 
the intact molecule rather than organic mercury is the active principle 
(Handley and Siebert, 1956). Kessler et al. (1957) have shown that com- 
pounds active as inhibitors of sulphydryl enzymes in vitro are not necessarily 
diuretics in vivo. Twelve organic compounds of mercury and mercuric 
chloride were studied. They were so tightly bound to the plasma proteins 
that only small quantities filtered through the glomeruli, and access to the 
urine was possible only through tubular secretion. The preparations en- 
dowed with diuretic properties exhibit a terminal mercury-carbon linkage, 
a free mercury valence and a hydrophilic substitute, three carbons distant 
from the mercury. It was speculated that possibly other structures also were 
compatible with diuretic activity. 


SEROTONIN 

Serotonin, or 5-hydroxytryptamine, a vasoconstrictor substance present in 
platelets, the gastro-intestinal tract, the lungs and in carcinoid tumours, may 
be inactivated by the enzyme, amine oxidase, identified in most tissues. 
Following oxidation to 5-hydroxyindoleacetic acid, physiological activity is 
lost and the substance appears in the urine. In malignant carcinoids the 
urinary excretion of the degradation substances is increased markedly. 
Serotonin has been observed to be active in the central nervous system, the 
gastro-intestinal tract, the cardiovascular system and the blood. The ad- 
ministration of reserpine results in a discharge of serotonin from the brain, 
intestines and platelets and an increased urinary excretion of 5-hydroxyin- 
doleacetic acid. On the other hand, chlorpromazine blocks the site of action 
of serotonin in the intestinal tract. Abdominal symptoms related to carcinoid 
tumours, colic, borborygmi and diarrhcea, are diminished following ad- 
ministration of chlorpromazine. The action of serotonin upon the cardio- 
vascular system is associated with cyanosis, vasodilatation, pulmonary 
stenosis, right heart failure and hepatomegaly. At necropsy, fibrosis of the 
endocardium and pulmonary valves has been reported. The lesions are not 
seen on the left side of the heart unless there is a left to right shunt. The 
lung removes serotonin by oxidation and prevents it reaching the left heart. 
Recent evidence suggests that serotonin is released in inflammatory tissue 
(Thomas, 1957) and in anaphylactic shock (Borges and Bessman, 1957). 


PERIODIC HEALTH EXAMINATIONS 
It is a relatively common practice in the United States, among large as well 
as small industries, to provide for comprehensive medical examinations for 
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their executives as well as other employees. In some instances the senior 
executives are admitted to the hospital for a two- or three-day period, but 
most examinations are conducted on an outpatient basis. In addition to a 
complete medical history and physical examination, the obvious laboratory 
and x-ray procedures are carried out. Morehouse et al. (1957) have reported 
on approximately 8000 annual examinations on more than 4000 subjects. A 
resting electrocardiogram was obtained and, in addition, upon male patients, 
a Master’s two-step test was performed. The step tests were positive in 12 
per cent. Although many of these were not repeated since they confirmed 
the clinical findings, 16 per cent. of the subjects who previously had positive 
Master’s tests, without concurrent clinical findings, revealed negative find- 
ings upon subsequent examinations. The authors were disturbed by the 
shortcomings of the Master’s test in appraising subsequent clinical evidence 
of coronary artery disease. Several instances of myocardial infarction 
developed shortly after a negative test. 

A complete red and white blood cell count and differential tabulation were 
abandoned and replaced by a photo-electric haemoglobin and a hematocrit 
determination. If these procedures were normal, this phase of the examina- 
tion was concluded. Concentrations of blood urea were not determined 
routinely. On the other hand, it was believed that the concentration of uric 
acid not only reflected the gouty trait but also gave a satisfactory indication 
of the presence of nitrogen retention. This conclusion is not consistent with 
my observations. The radiological examination of the chest has been modi- 
fied by Morehouse et al. (1957) as a result of their experience. Initially, a 
postero-anterior, as well as a lateral, 14 x 17 inch (35 X 43 cm.) film was 
taken. At the present time the lateral x-ray is ordered only if it appears 
indicated. Fluoroscopy of the chest is not performed routinely. It is my . 
practice to request fluoroscopy as well as a lateral projection of the chest. 
I believe that the incidence of carcinoma of the lung, as well as the desire for 
information regarding heart size, justifies this more extensive study of the 
chest. 

Probably the most significant observation in the early detection of patho- 
logical lesions, is the examination of the colon. Procto-sigmoidoscopy was 
performed in a total of 2,401 subjects. Rectal or sigmoid polyps were dis- 
covered in 161 patients, or 6.7 per cent. Pathological reports in 53 of the 161 
patients revealed benign adenomatous polyps in 36, invasive carcinoma in 
eight, carcinoma in situ in eight and a carcinoid in one. Double-contrast 
barium enemas were ordered only if the sigmoidoscopy revealed polyps. 
The barium enema in 14 subjects revealed polyps at a higher level in the 
colon, six had probable small polyps, one had an annular carcinoma and 
four had multiple polyposis. One of the latter was associated with cutaneous 
pigmentation (Crumpacker 1955). In my series of approximately 125 indus- 
trial executives, the incidence of polyposis was 6.4 per cent. This was based 
upon radiographic and fluoroscopic examination of the colon as well as 
direct inspection at sigmoidoscopy. Two of the polyps showed malignant 

















ADVANCES IN MEDICINE 363 


degeneration; in addition there was one annular carcinoma of the sigmoid. 
It is my considered opinion that a barium enema as well as a sigmoidoscopy 
should be performed routinely at each annual examination. 


I am grateful to Drs. Albert G. Bickelmann and Alfred Lenzner for help in the 
preparation of this article. 
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ADVANCES IN SURGERY 


By M. F. A. WOODRUF’, M.D., M.S., F.R.C.S. 
Professor of Surgical Science, University of Edinburgh 


PRoGrEss in surgery depends partly upon fundamental biological discoveries 
such as those of Pasteur and Fleming, partly on the imaginative insight of 
men such as Lister and Florey which enables them to see the possible 
clinical significance of such discoveries, and partly on a gradual process to 
which all surgeons can contribute, whereby, as the result of experience, new 
ideas and techniques which are sound come to be widely accepted, and ideas 
and techniques which are unsound are discarded. In consequence recent 
advances rarely appear spectacular at the time, and will usually be found to 
have their roots deep in the past. The following examples, which have been 
chosen to indicate some of the directions in which progress is being made 
at the present time, also serve to illustrate this fact. 


SURGICAL DIAGNOSIS—EXFOLIATIVE CYTOLOGY 

The value of exfoliative cytology in the early diagnosis of cancer is being 
increasingly realized. It is nearly a hundred years since malignant cells 
were first recognized in the sputum of a patient with cancer of the pharynx, 
seventy years since they were recognized in the sputum of a patient with 
cancer of the lung, and thirty years since Papanicolaou described the use 
of smears in the diagnosis of cancer of the cervix, but the procedure aroused 
little interest until 1943, when Papanicolaou and Traut published their 
monograph on the use of vaginal smears in the diagnosis of uterine cancer. 
Since then exfoliative cytology has become an established gynzcological 
procedure and has also been widely used in diagnosis of cancer of the lung. 

Quite recently, encouraging reports have been published on the use of ex- 
foliative cytology in the diagnosis of cancer of the stomach. Attempts to 
reduce the death rate from this condition by more radical operations have 
met with little success, but it seems likely that the situation would be enor- 
mously improved if a diagnosis could be made while the tumour was still 
confined to the mucosa. Exfoliative cytology is the only available method 
which offers any prospect of doing this. Graham in America, and Schade in 
this country, have each used exfoliative cytology in approximately 2,500 
patients with gastric symptoms, and their results agree closely. Graham ob- 
tained positive results in 332 patients; in 18 of these barium meal and gas- 
troscopy had both proved negative, and in four of the 18 the tumour was 
subsequently found to be confined to the mucous membrane. Schade also 
obtained 18 positive results in patients in whom a barium meal and other 
tests had proved negative, and in some of these patients the stomach ap- 
peared normal even at laparotomy, and had to be opened before the surgeon 
could satisfy himself that gastrectomy was indicated. Time alone will show 
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how many of these patients have been cured of their disease, but in the 
meantime it seems desirable that the procedure should be used whenever 
possible in patients over the age of 45 with dyspeptic symptoms and a 
negative barium meal. Specimens may be obtained by simple gastric lavage, 
by using an abrasive balloon, or by using a mucolytic enzyme, chymotryp- 
sin. Considerable experience is required in making the diagnosis, and the 
most pressing need is to persuade a sufficient number of pathologists to 
familiarize themselves with the method. 

Exfoliative cytology is also being used in some clinics in patients with 
suspected cancer of the colon. It would be disastrous if it came to be thought 
of as a substitute for rectal, sigmoidoscopic and radiological examination 
but, if used intelligently, it may reveal the presence of cancer in a proportion 
of patients in whom all of these examinations have proved negative. 
Similarly, in patients with cancer of the bladder, exfoliative cytology is no 
substitute for cystoscopy, although it has been usefully employed to reduce 
the frequency of routine cystoscopic examination in dye workers, who are 
especially liable to develop cancer in this site. 


CARCINOMA OF THE BREAST 
As an example of progress in the surgery of ablation I shall consider the 
treatment of carcinoma of the breast. The debate about the respective roles 
of surgery and radiotherapy in the treatment of breast cancer continues, but 
the situation is becoming a good deal clearer. 

In stage I, i.e. when there is a localized tumour in the breast with no in- 
volvement of skin, no spread to underlying tissue, and no palpable enlarge- 
ment of lymph nodes in the axilla, the treatment of choice still appears to be 
radical mastectomy. If there is in fact no spread to the axillary nodes or 
elsewhere the patient will be cured by this operation. She would, of course, 
have been cured by simple mastectomy, but there is no way of determining 
in advance if the axillary glands are completely uninvolved, and a radical 
operation in patients of the type under consideration should result in no 
additional disability. If the axillary glands are involved the patient can be 
given a postoperative course of deep x-ray therapy. Alternatively, patients 
in this group can be treated by simple mastectomy combined with x-ray 
therapy as advocated by McWhirter, but there is no convincing evidence 
that the prognosis is thereby improved. 

In stage IT, i.e. when the tumour is localized but there is palpable enlarge- 
ment of the ipsilateral axillary nodes, the prognosis is very much worse than 
in stage I whatever form of treatment is adopted. Surgeons who treat stage I 
growths by radical mastectomy usually perform the same operation for 
stage II, sometimes in combination with preoperative or postoperative 
radiotherapy. There is, however, no reason to suppose that what is best in 
stage I is necessarily best in stage I]. When these stages are grouped together 
there appears to be little difference between the result® of radical mastec- 
tomy and the McWhirter regime. If therefore, as I believe, the radical 
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operation is preferable for stage I growths, it may be found that the Mc- 
Whirter regime is the treatment of choice for stage IT. 

With tumours that are locally advanced and in which there is clinical 
evidence of involvement of the supraclavicular or contralateral axillary nodes 
(stage III) operative treatment is contraindicated and radiotherapy alone 
should be used. 

It is too early to form definite conclusions about the value of attempting 
to remove the internal mammary nodes surgically, but the operation is a 
formidable one and has not been widely accepted. On the other hand, ir- 
radiation of these nodes appears to be considerably more effective than most 
surgeons would have anticipated. This is suggested by the recent observation 
of McWhirter that, of the patients he has treated, those with tumours in the 
inner part of the breast have survived, on average, longer than those with 
comparable tumours in the outer half of the breast. 

It is, of course, in the management of patients with distant metastases 
that the outlook has changed most dramatically in recent years. It is salutary 
to recall, however, that in 1896 Beatson reported on the beneficial effects of 
odphorectomy in three cases of breast cancer, and, what is even more aston- 
ishing, that the concept of hormone-dependent cancer is implicit in his 
article, which appeared only a year after the discovery of adrenaline and 
nine years before Starling introduced the term ‘hormone’ into physiology. 

Views on the management of disseminated breast cancer are in a state of 
flux, but the present position appears to be roughly as follows :— 

(1) Administration of testosterone, though undoubtedly capable of pro- 
ducing remissions in a proportion of patients, especially those in the younger 
age-group, has unpleasant side-effects, and is not employed as often as it 
was a few years ago. 

(2) Administration of cestrogens may be beneficial, without effect, or 
definitely harmful. At one time it was considered safe to administer cestro- 
gens to all patients past the menopause, but this is certainly not the case and, 
as a general rule, cestrogens should probably rarely be used for the treatment 
of breast cancer in patients under 60. If bone secondaries are present a cal- 
cium excretion test should be performed and, if administration of the hor- 
mone results in increased excretion of calcium under conditions of low 
intake, the treatment should be stopped. 

(3) The value of cortisone should at present be regarded as sub judice. 

(4) Odphorectomy should be performed in all women with disseminated 
cancer of the breast except (a) those in whom a remission is produced by 
administration of cestrogens, (b) those who are thought to be too ill to stand 
the operation and in whom the less certain procedure of irradiation of the 
ovaries may be employed instead, and (c) those who are to be subjected to 
hypophysectomy. 

(5) No firm conclusion can yet be expressed about the relative merits of 
odphorectomy and adrenalectomy on the one hand and hypophysectomy on 
the other hand. Theoretically, hypophysectomy appears to be preferable 
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because it should eliminate pituitary hormones which act directly on the 
breast in addition to those acting indirectly by the adrenals and gonads, and 
until recently it seemed to be more effective in practice. It now appears, 
however, that there is no significant difference in the results of the two 
procedures. A further advantage which has been claimed for hypophysec- 
tomy is that patients are easier to maintain after this operation than after 
adrenalectomy. This is certainly true if cortisone is used alone, but adrena- 
lectomized patients can be maintained very satisfactorily on oral cortisone 
together with DOCA by implantation or injection, or still better on cortisone 
supplemented by small oral doses of fludrocortisone. 

(6) Destruction of the pituitary by radioactive yttrium, introduced under 
radiological control, is being tried in some clinics as an alternative to hypo- 
physectomy. Blindness developed in a considerable number of the early 
cases and, while the risk of this appears to have been greatly reduced, it is 
not yet certain whether it has been eliminated. In addition, sufficient time 
has not yet elapsed for the efficacy of the procedure to be assessed. 

(7) What is urgently required is a test which would make it possible to pre- 
dict whether a given patient would respond to one or other of these various 
forms of treatment, and if so which forms would be most effective. Unfor- 
tunately, despite much intensive work, no such test has yet been devised. 


ARTERIAL HOMOGRAFTS IN OBLITERATIVE ARTERIAL DISEASE 
The surgery of replacement is making rapid progress in many directions. 

The use of homografts and plastic prostheses to replace segments of the 
aorta, for example in the treatment of aortic aneurysm, thrombosis at the 
aortic bifurcation, and cases of coarctation in which reconstruction by simple 
end-to-end suture is impossible, are now well-established surgical pro- 
cedures. Attempts to replace blocked segments of peripheral arteries in cases 
of obliterative arterial disease, on the other hand, have hitherto yielded 
rather disappointing results, but the recently introduced by-pass technique 
has proved much more successful. This operation is indicated mainly in 
patients with a block in the femoral artery and in the upper part of the 
popliteal artery. The main vessel is exposed above in Scarpa’s triangle or, 
if necessary, above Poupart’s ligament, and below in the popliteal fossa, but 
the region of the block is not exposed. In this way danger of damage to 
collateral vessels bridging the defect is avoided. A metal tube (in practice 
an cwsophagoscope as suggested by Rob) is passed from one incision to 
another and a ldng graft is threaded through the tube. The tube is then 
withdrawn and the graft is connected above and below to the host vessel 
by end-to-side anastomosis. The patient may be kept on heparin for a few 
days and thereafter maintained indefinitely on anticoagulants of the phenin- 
dione type. 

So far, homografts appear to be better than prostheses for this type of 
operation. The most convenient way of storing the grafts is to freeze-dry 
them and store them in sealed glass tubes at room temperature. To avoid the 
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inconvenience of having to obtain the grafts by an aseptic technique much 
work has been done with the object of devising satisfactory methods of 
sterilization. Chemical sterilization with ethylene oxide or 8-propio-lactone is 
satisfactory but messy. Sterilization by irradiation has many advantages but 
the equipment is expensive. Arrangements are now being made in this 
country to establish a central laboratory to which grafts can be sent for 
sterilization. 


SKIN AND RENAL HOMOGRAFTS 

Skin homografts survive for only a few weeks unless the donor and the host 
happen to be identical twins, but are of great value in severely burned 
patients because, by using homografts in addition to autografts, any defect, 
however large, can be completely covered in one operation. Moreover, 
homografts can reasonably be used even when the condition of the defect 
is not entirely satisfactory, because if the graft fails it can easily be replaced, 
whereas loss of a large area of the patient’s own skin would be disastrous. 
When homografts are used they have to be replaced eventually by auto- 
grafts, but this can be done in stages and at a time when the patient’s general 
condition has ceased to cause anxiety. 

Homografts of split skin may be conveniently obtained post-mortem with 
an electric dermatome. Almost any subject free of infectious or malignant 
disease is suitable as a donor, irrespective of age. I store grafts in a frozen 
state at —79° C. after pre-treating them with 15 per cent. glycerol in saline; 
by this method the grafts remain viable for many months. Alternatively, the 
skin may be freeze-dried. It thereby ceases to be viable but, according to 
reports from America, is able to become firmly attached to a raw area and 
remains in place for about the same time as a viable homograft. 

Since 1936 renal homografts have been used in a few patients with acute 
or chronic renal failure. Ordinarily such transplants are unlikely to function 
for more than a few weeks, or at most a few months, and it is questionable 
whether the operation is justified. During the last two years however three 
patients have each received a kidney from an identical twin, and so far these 
transplants are functioning satisfactorily. 

A general solution of the homograft problem, by which grafts of any tissue 
from any donor could be made to survive permanently on any recipient, 
still appears to be a long way off, but it has recently been found possible in 
animals to induce tolerance to the tissue of a particular donor by injecting 
the animal at an early stage in it’s life history with cells from the donor in 
question. In some species the injection has to be made during intra-uterine 
life, but in others injection soon after birth suffices. Whether tolerance can 
safely be induced in the human infant at birth remains to be seen, but the 
problem is being studied here and in America. If this does prove possible it 
would be a useful prophylactic measure to induce tolerance to the tissues 
of the parents, so that if, for example, the child should ever sustain a severe 
burn their skin could be used to provide permanent replacement. 
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By J. H. PEEL, B.M., F.R.C.S., F.R.C.O.G. 
Obstetrician and Gynecological Surgeon, King’s College Hospital 


THE maternal and perinatal foetal mortality rates remain the most tangible 
expression of the efficiency of a maternity service and of the general standard 
of current obstetric practice. A reduction of the former from 3.72 per 1000 
births to 0.64 in the twenty-year period between 1933 and 1953, and of the 
latter from 63 to 37 is indeed a spectacular and gratifying achievement in 
this country. And yet after the first eight years of the National Health 
Service, the Minister of Health, following upon the Guillebaud Report, has 
found it necessary to set up a special committee under the chairmanship of 
Lord Cranbrook to review the workings of the Maternity Services, because 
of manifest shortcomings in the present organization. Those who are in- 
terested in the welfare of the expectant mother and her baby await the find- 
ings of this committee with the keenest anticipation, because upon its recom- 
mendations may well rest the general pattern of maternity work in this 
country for the next generation. 


OBSTETRICS IN THE HEALTH SERVICE 
The main problem is, of course, to integrate more closely the work of the 
four groups responsible for maintaining the services to the patient—the 
obstetric specialists and their teams in the hospitals, the midwives in domi- 
ciliary practice, the general practitioners who undertake obstetric work in 
the patients’ homes, and the local authority antenatal clinics. At present 
there is much duplication of work, and in many cases a total lack of con- 


tinuity in the care of the patient and considerable extravagance and in-. 


efficiency. An attitude of rivalry and competition has tended to spread 
beyond the limit within which it is a salutary and healthy sign, and the spirit 
of cooperation and team work is in danger. In whatever form the future 
maternity services develop, the closer the linkage between the obstetric 
specialist, the midwife and the general practitioner practising obstetrics, the 
more efficient will be the service available to the patient, and this must take 
precedence over any narrow or sectarian interest of a particular group. 

The most important single administrative problem is whether the trend 
towards institutional and away from domiciliary confinement which has 
been evident in the urban districts of this country, is to be fostered and en- 
couraged to the point where nearly every woman will be delivered in an 
institution. This is what pertains in the United States, Australia, Canada 
and in many other countries. The available evidence proves conclusively 
that the safest place in which a mother may have her baby is in an institution 
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adequately equipped and staffed to meet every emergency. The safety of 
the mother and child must be the prime consideration, even though economic 
and social factors obviously influence the speed with which any country can 
progress towards the ideal in organizing any medical service. In this particu- 
lar case the social and domestic difficulties inherent in domiciliary mid- 
wifery are steadily increasing, so that pressure is being exerted, not only 
from the profession concerned primarily with providing the best service to 
the patient, but also from the patient herself, to increase the availability of 
institutional accommodation. The commonest reason today why a woman 
does not have her baby in hospital is that no bed is available, and not that 
the patient or her attendants think it is better for her to have the baby at 
home. At the same time it should be explained that the place where the baby 
is born is not the only factor determining the outcome, because it so obviously 
must be influenced by the knowledge, skill and experience of the attendants, 
and also by the general physical health of the patient. 


PUERPERAL SEPSIS 

Whilst there has been a reduction in all the causes of maternal mortality, 
the spectacular fall is due chiefly to a lowered incidence of sepsis and 
haemorrhage. We are apt to give all the credit for this reduction in sepsis to 
the discovery of the antibiotics and chemotherapeutic drugs, but there is 
evidence that even before the introduction of the sulphonamides, there was 
a change in the virulence of the infecting organisms in cases of puerperal 
sepsis (Gibberd, 1937). There is a real danger that the hemolytic strepto- 
coccus and other organisms may emerge again in a more lethal way, as the 
too free use of antibiotics encourages the development of resistant strains. 
This danger is greatest in hospital, and Gibson and Calman (1953) reported 
such an outbreak at Queen Charlotte’s Hospital, which serves as a salutary 
reminder of the danger. 


ANTE- AND POST-PARTUM HEMORRHAGE 


Mortality from hemorrhage has obviously been reduced, largely owing to 


the greater availability of blood for transfusion, and the life-saving work of 
the obstetric flying squads throughout the country has been enormous. 
Other factors, however, must be given due credit. In the first place the 
energetic treatment during the antenatal period of patients suffering from 
iron-deficiency anzmia has meant that fewer women start their labours with 
a poor hemoglobin level. The early admission to hospital of all cases of 
ante-partum haemorrhage and the more widespread use of Czsarean section 
in cases of placenta previa (Macafee 1945) have caused a steep decline in 
mortality from hemorrhage and sepsis. The employment of ergometrine 
intravenously (Martin and Dumoulin, 1953), and intramuscularly with hyal- 
uronidase (Kimbell, 1954), before the delivery of the placenta has decreased 
the incidence of postpartum hemorrhage, without seriously increasing the 
risk of retained placenta. The discovery that the not infrequent and some- 
times fatal hemorrhage that followed upon accidental ante-partum hemor- 
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rhage is due, not to uterine atony, but to a condition of afibrinogenzmia has 
led to a more rational line of treatment both before and after delivery of the 
baby. It is believed that following placental separation thromboplastins 
escape into the circulation, causing widespread clotting and rapid depletion 
of fibrinogen which the liver cannot replace sufficiently rapidly. Whilst the 
giving of whole blood soon restores the fibrinogen level if enough is available, 
it may be necessary to give from 2 to 4 grammes of fibrinogen intravenously 
(Weiner et al., 1953). 


PRE-ECLAMPTIC TOXAMIA 

With the decrease in mortality from sepsis and hemorrhage, other conditions 
take a relatively higher place in the list of important causes of death. Of 
these, pre-eclamptic toxemia, which occurs in 6 to 7 per cent. of all preg- 
nancies, is the most important. This is not the place in which to review the 
theoretical aspect concerned with etiology, but reference must be made to 
the important work of Hamlin (1952) and others, which started in Sydney. 
He claims a reduction in the incidence of pre-eclampsia from 10 per cent. in 
1946 to 1.8 per cent. in 1951, and a reduction in the incidence of eclampsia 
to 1 in 7000 pregnancies. These results were achieved by dietary restriction 
from the early days of pregnancy, and by weight control especially during 
the middle trimester, when toxzmia may be recognized in the pre-hyperten- 
sive phase. It must be stressed, too, that bed rest in hospital is an essential 
part of the prophylactic treatment and that this requires a large number of 
antenatal beds. But no price is too high to pay for the elimination of eclamp- 
sia which still causes a maternal mortality of 5 to 10 per cent., and accounts 
for 20 per cent. of the total mortality. 

This emphasizes another trend in modern obstetric practice which is 
placing so much importance upon prevention—the provision of an adequate 
number of antenatal beds in maternity units. Prolonged bed rest and obser- 
vation are often necessary, not only for the patient suffering from pre- 
eclamptic toxemia, but also for those with hypertension, heart disease, 
tuberculosis, diabetes, ante-partum hemorrhage and severe anemia. It may 
well be that this problem will be solved, in part at any rate, by the redistri- 
bution of beds within the units, because time spent in the prevention and 
preparation before confinement reduces the complications afterwards. At 
the same time the necessity for a prolonged stay in hospital after an un- 
complicated delivery is being called in question by many obstetricians, and 
a shortening of the so-called lying-in period is the subject of short- and 
long-term analysis. A far greater degree of elasticity among the personnel 
responsible for the care of the pregnant woman and of her child afterwards, 
would enable the limited hospital accommodation to be used with much 
greater advantage to the welfare of the patient. It seems likely that a shorter 
stay in hospital after delivery may well be the pattern for the future, but 
exact information about the long-term result to the mother has yet to be 
collected and published. 
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OBSTETRIC ANASTHESIA 

Another cause of maternal mortality which should be wholly preventable is 
anesthesia. The more frequent resort to Caesarean section or forceps delivery 
in the interest of the baby often presents the anzsthetist with a problem 
which he cannot easily solve because the patient is not adequately prepared. 
Parker (1956) stated that 4 per cent. of the total mortality in Birmingham 
was due to the inhalation of vomitus. The necessity for skilled anzsthetists 
in obstetric units, capable of employing regional and local, as an alternative 
to general, anesthesia, is obvious, as is the avoidance of prolonged or 
difficult obstetric procedures in the patient’s own home where the hazards 
of anasthesia are undoubtedly increased, even in the hands of the highly 
trained and experienced anesthetist. 


MATERNAL MORBIDITY 

With the fall in mortality to a reasonably low figure, a greater emphasis 
becomes placed on morbidity. It is not enough that a woman should emerge 
from childbirth alive, but she must be healthy in mind and body. The 
importance of the improved social and economic status of the majority of 
patients in this country as well as better antenatal and intranatal care, has 
been emphasized by Baird (1947), Nixon (1950) and others. To what extent 
the patient benefits from antenatal preparation is less certain. 

There can be no doubt that the removal of fear and anxiety and the educa- 
tion of the mother during pregnancy are wholly beneficial, but opinion is 
very divided about the best way in which these objectives can be achieved. 
Antenatal exercises as a prerequisite for painless childbirth have received a 
widespread publicity, which is not justified when one considers their tangible 
results. In essence the problem is how to extend to the large and busy ante- 
natal clinics of the hospitals the confidence and personal contact between 
accoucheur and patient which yield the most satisfying results in individual 
practice. Detailed analysis of the differing methods of antenatal preparation 
as applied to large clinics is unquestionably required, but so far there is no 
convincing evidence that the conventional antenatal exercises taught by the 
physiotherapist are worth the time, energy and expense given them in some 
centres at present. 


PERINATAL F@TAL MORTALITY 

With the decline in maternal mortality and morbidity, the focus of interest 
and endeavour has moved somewhat from the mother to the baby. Voluntary 
limitation of the size of the family dictated by social and economic factors 
brings into much sharper relief a stillbirth or neonatal death. It is fortunate 
that medical progress has made it possible in many instances to undertake 
procedures solely in the interest of the baby which a few years ago would 
have been impossible without greatly increasing the risk to the mother. 

In the last two or three decades there has been a steady increase in the 
incidence of Czsarean section and forceps deliveries, and it is striking that 
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this has been associated with a consistent decrease in the perinatal mortality. 
Cesarean section is now more readily undertaken for placenta praevia and 
early cases of accidental hemorrhage, and can be done in cases of prolonged 
labour primarily in the interest of the baby. Even more striking is the in- 
creased usage of forceps during labour. Jeffcoate (1953) found an increase in 
the incidence of forceps in the Liverpool Maternity Hospital from 6 to 7 
per cent. up to 16 to 17 per cent. associated with a decrease in foetal mortality 
from 20 per cent. to 2 per cent. At first it is not easy to reconcile these facts, 
in view of the widely held view that both Cesarean section and forceps 
deliveries are examples of interference causing especial dangers to the baby 
but the results speak for themselves and consideration of the facts soon gives 
an explanation. 

In cases of cephalo-pelvic disproportion and prolonged labour due to 
inertia and malpresentations, a Cesarean section, which is now safe for both 
mother and baby, is often replacing the difficult and traumatic forceps deli- 
veries of twenty years ago. On the other hand, forceps deliveries now more 
readily practised are of the ‘low forceps’ type, often undertaken in the 
interest of the baby which would suffer from placental anoxia and cerebral 
trauma if the second stage of labour were allowed to continue too long. 
Whilst the more ready use of Czsarean section and forceps has achieved 
great salvage of fcetal life in cases of prolonged labour due to uterine inertia, 
the essential causation of disordered uterine function during labour remains 
very incompletely understood. This important subject undoubtedly offers 
a challenge to the obstetrician of the future. 

Perusal of the perinatal mortality figures shows that, whilst there was a 
steady drop up to the year 1947, there has been a very much slower decrease 
in the last ten years. This fact has served as a stimulus to the investigation 
of aspects of perinatal mortality other than birth trauma, toxemia, and ante- 
partum hemorrhage. Congenital abnormalities account for nearly 20 per 
cent. of the total foetal loss. The relationship between rubella in pregnancy 
and congenital deformities, first shown by Gregg in 1941, has stimulated 
interest in the possible influence of other toxic factors during pregnancy 
upon the foetus, but so far little practical progress has been made in this field. 


PREMATURITY 
The most striking fact about the perinatal mortality figures is that in at 
least 50 per cent., prematurity is a factor in the causation of death, though 
not necessarily the only factor. Baird et al. (1953, 1954) have emphasized 
the great importance of social and economic factors in relation not only to 
prematurity but also to perinatal mortality. Perinatal mortality is greatest 
in first, least in second and third, and rises in subsequent pregnancies. In 
searching for an explanation of many apparently unexplained deaths, the 
function of the placenta as an organ concerned with the transference of 
oxygen from mother to faetus has come in for closer scrutiny. Walker and 
Turnbull (1953) have demonstrated a steadily decreasing oxygen saturation 
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of the foetal blood as term is approached, and this decrease continues as the 
pregnancy is prolonged beyond term, until the point is reached where in 
some cases the oxygen supply falls so low that either the foetus dies in utero 
or else the reserve is so poor that death occurs during the course of labour. 
Intra-uterine foetal death is known to occur from placental insufficiency in 
cases of toxemia, chronic hypertension or kidney disease and diabetes mel- 
litus. 

POSTMATURITY 
It is also more likely to occur in the primigravida over 35, and now the 
implications of postmaturity are receiving widespread interest. Whilst some 
authorities advocate wholesale induction of labour in cases of postmaturity, 
there are many who are concerned at the possibility of the additional compli- 
cations of such practice and only consider induction in selected cases. There 
can be no possible doubt, however, of the potential danger of genuine post- 
maturity, although the practical problem of deciding in any given case the 
exact date of full maturity is too well known to need emphasis. A practical 
method of determining the efficiency of placental function during the latter 
weeks of pregnancy is urgently needed. Experimental work by Browne and 
Veall (1953) and Morris (1953), using radioactive sodium, are of great prac- 
tical as well as theoretical interest, and it may well be that a relatively simple 
method may be evolved which will enable the clinician to anticipate intra- 
uterine foetal death and so save the baby by a timely induction of labour or 
by Cesarean section, in the many conditions known to be associated with 
placental insufficiency. 

GYNZCOLOGY 
Progress in gynecology is much less spectacular than in obstetrics, but 
nevertheless there have been many improvements in both theory and prac- 
tice. We live in an age of super-specialization and the tendency to form 
special outpatient clinics and even inpatient units for the detailed investiga- 
tion and treatment of patients suffering from such conditions as infertility, 
endocrine disorders and even vaginal discharge, has grown apace. Not all 
gynacologists are convinced that this is necessarily a good thing, and cer- 
tainly the specialized clinics dealing with these specific subjects have yet to 
prove themselves capable of achieving results better than those obtained by 
the ordinary departments. There is, without doubt, a case for a few such 
specialized units established specifically for the purposes of clinical and 
laboratory research and staffed by personnel especially interested in and 
qualified to carry out such work. But in general the ordinary gynecological 
outpatient departments of the hospitals are the best places in which to carry 
out the routine management of all types of gynzcological disorders. 


VAGINAL CYTOLOGY 
From the point of view of both popular interest and scientific importance, 
pride of place must be given to work concerned with the early detection of 
cancer. The credit for establishing vaginal cytology on a firm basis is usually 
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given to Papanicalaou, but the importance of intra-epithelial changes in the 
pre-invasive stage of carcinoma, was realized by Rubin, Novak and others 
in the United States and by Bamforth in this country years before the now 
famous Papanicalaou smear became a ‘popular feature’. Vaginal cytology 
has advanced in the United States as a result of pioneer work by Ayre, 
Graham and others, and in this country special credit should be given to 
Anderson’s work in Edinburgh. We have now reached the stage at which it 
is an undoubted fact that vaginal cytology can detect the occasional invasive 
cancer of the cervix which would be missed completely by simple. clinical 
examination, and is the only method of detecting carcinoma in situ other 
than biopsy. All authors on this subject have emphasized the fact that car- 
cinoma im situ often exists in a cervix that is clinically perfectly normal. 
Anderson et al. (195 3) report an incidence of cervical cancer of 0.9 per cent. 
detected by cytology in clinically unsuspected cases. McLaren et al. (1956), 
reporting on their experiences in Birmingham, found one case of invasive 
carcinoma and eight of carcinoma im situ diagnosed in 2,250 patients with 
no clinical suspicion of carcinoma. In both these series, as well as in all the 
larger series reported from the United States, the great preponderance of 
carcinoma in situ (about 80 per cent.) compared with invasive carcinoma 
(about 20 per cent.) is very striking. 

In the United States vaginal cytology is far more widely practised than 
in this country, and routine visits for a vaginal smear are encouraged by 
many gynecologists. In this country its employment has been limited to 
screening patients attending outpatient clinics, and so the clinical material 
is already partly selected and the figures quoted do not give as true a picture 
of the numbers of cases of unsuspected carcinoma that could be diagnosed 
by cytology in the population at large. The difficulties in establishing cy- 
tology as a routine in all gynzcological clinics are essentially practical ones. 
There is at present a limited number of trained technicians available, and 
because the work is essentially tedious, time-consuming and limited by 
such factors as eye fatigue, it would be difficult to recruit a sufficient number 
to do the work apart from the economic factors involved. In an average out- 
patient department it might well require six months’ work by a technician to 
pick up a single positive smear. Among the experts there is still no unanimity 
of opinion about the treatment of carcinoma im situ once diagnosed. We 
know that about one-quarter of the cases diagnosed progress to invasive 
cancer within ten years, but we do not know the natural history of the con- 
dition and whether in those cases in which spontaneous regression occurs 
it is permanent or liable to recur at a future date, or whether all invasive 
cancers pass through a phase of an in situ lesion. Within the foreseeable 
future in this country it seems that vaginal cytology must be limited to a 
few centres where research and detailed follow-up of individual patients 
may be carried out. 

An important further development of vaginal cytology is the early detec- 
tion of recurrence of carcinoma following treatment by irradiation or surgery 
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and, according to Graham (1953), in prognosis. She maintains that it is 
possible to determine during treatment whether or not a particular lesion is 
responding favourably to irradiation. This may prove to be a further valuable 
aid in an effort to decide whether, in an individual case which is technically 
operable, irradiation or surgery is the best method of treatment. 


PULMONARY EMBOLISM 

Pulmonary embolism continues to be an important cause of death following 
gynzcological surgery. There seems no doubt that physiotherapy and early 
ambulation have decreased the incidence of venous thrombosis, and Bauer 
(1946) claimed a reduction in mortality from pulmonary embolism in 
patients suffering from venous thrombosis to 0.6 per cent. (as a result of 
anticoagulant therapy), compared with a mortality of 16.6 per cent. prior 
to their use. The availability of an intramuscular heparin preparation and 
the introduction of newer oral anticoagulants, e.g. ethyl biscoumacetate and 
phenindione, have increased the safety of these drugs by reducing the danger 
of hemorrhage, increasing the rapidity of action and decreasing the time lag 
before elimination. It is usual practice now to give an initial one or two doses 
of heparin in an established or suspected case of deep vein thrombosis 
(10,000 to 15,000 units) and at the same time start with 400 mg. of ethyl 
biscoumacetate (‘tromexan’) 8-hourly by mouth, or phenindione (‘dindevan’) 
150 mg. twice daily. Subsequent dosage must be controlled by regular 
estimation of the prothrombin time. Nevertheless, Marks et al. (1954) are 
pessimistic about the effect of anticoagulant therapy as a means of decreasing 
the over-all incidence of fatal unheralded pulmonary embolism although 
its value in decreasing morbidity from chronic cedema and in shortening the 
period of convalescence in non-fatal cases is undoubted. 


TUBERCULOUS ENDOMETRITIS 

Substantial improvements are reported by Sunderland (1957) and others in 
the medical treatment of tuberculous endometritis but so far only one or 
two successful pregnancies are reported in proven cases. Better results are 
reported by Green-Armytage (1957) in the surgical treatment of utero-tubal 
implantation for cornual obstruction of the Fallopian tube, but distal sal- 
pingostomy remains an operation with poor prognosis, in spite of polythene 
tubes and cups left in position for many weeks as advocated by some sur- 
geons. Siegler and Hillman (1956) report a 12.4 per cent. success rate from 
1,354 such operations performed by 72 different surgeons in the United 
States. 


VAGINITIS 
The complete understanding of the etiology of vaginitis eludes us, although 
the antibiotic preparation, nystatin, offers a much more effective treatment 
for persistent cases of moniliasis. The oral preparation acinatrazole (‘tri- 
chorad’) 100 mg. twice daily, is receiving experimental trial, in both male 
rte female patients with trichomonad infections, in conjunction with local 
therapy. 
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MISCELLANEA 

Disorders of menstrual function without organic disease remain a problem 
ever before the practitioner. Hormone therapy has remained static during 
the past few years and, on the whole, ineffective: Realization that so many of 
the cases are the result of emotional stress and psychological difficulties, has 
helped towards an understanding of causation but has done little towards 
successful treatment. All too often the gynecologist must resort to hysterec- 
tomy for the cure of an intractable menorrhagia, the cause of which lies in 
the psyche, but the last few years have seen the gradual interment, if not 
the complete burial, of the artificial menopause by irradiation which so 
inevitably damages ovarian function or is followed by a far greater psychic 
trauma than follows a simple hysterectomy. Opinion throughout the world 
is hardening against the use of irradiation in the treatment of non-malignant 
gynzcological conditions. 

With the steady increase in the safety of anesthesia for abdominal and 
vaginal surgery, the number of patients classified as unfit for surgery is 
becoming progressively smaller. Nevertheless, if we take the long-term view, 
development and progress in gynzcological practice must be more and more 
in the field of medicine rather than surgery, and we must look to the bio- 
chemist more than any, to elucidate the cause and, we hope, supply the 
treatment for so many common gynzcological disorders. 
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Tue children’s physician has a twofold task: to cure the sick child and to 
promote and maintain health in the well child. Whilst, formerly, doctors 
were fully occupied with the treatment of the many killing and crippling 
illnesses which took such a heavy toll in childhood, attention has for some 
time been increasingly directed towards their prevention. Since the 1939-45 
War this trend has been greatly accelerated and we have seen not only the 
widespread application of active immunization to specific diseases such as 
diphtheria, whooping-cough, tetanus, tuberculosis (Gaisford, 1956) and 
poliomyelitis (M.R.C. Report, 1957), but also an added interest in the pre- 
vention of disease by the promotion of good health in children by measures 
designed to improve their physical, nutritional, mental and spiritual 
well-being. 

This is exemplified by the ever-increasing emphasis upon research into, 
and teaching concerning, child health which is evident in most of the child 
health departments of the universities in this country. The staffing by 
members of these departments of a limited number of maternity and child 
welfare, ‘well baby’, toddler, immunization and other clinics usually con- 
ducted by local authorities, underlines the essential unity which should 
exist between all those concerned with child care, but which tends at present 
to be obscured by watertight administrative compartments. 

The number of children suffering from their own, or their parents’, 
emotional disturbances points to the need among family doctors, pediatri- 
cians and the profession as a whole for a wider interest in the knowledge of 
the psychological patterns and strains of family life, so that wise counsel, 
given soon enough, may avert serious disturbance in many cases and that 
child guidance and psychiatric services may be sufficiently increased in size 
and efficiency to cope with those children and families requiring more pro- 
longed investigation and treatment. The paramount importance of the 
spiritual and religious needs of the individual in the maintenance of health 
and happiness is also being emphasized (Luxton, 1954), and ways are being 
sought to facilitate cooperation between ministers of religion and members 
of the profession in the care of those requiring their help: Clearly the pro- 
vision of such care is especially important during childhood, when patterns 
of thought and behaviour and psychological and spiritual tendencies may 
become established for life. 
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THE HEALTH OF THE FETUS 

As attention has become directed more and more to the prevention of 
disease, the importance of good health in the infant at birth is receiving new 
emphasis. Consequently, increasing thought has been devoted to the welfare 
of the foetus from the time of conception, throughout intra-uterine develop- 
ment, and during delivery. Interest has been specially focused upon those 
factors which might influence the foetus adversely at any of these stages and 
so point to possible preventive measures. 

For example, the majority of congenital heart lesions are thought to be 
due to arrested cardiac development in the early weeks of feetal life and, 
although little definite has lately been added to our knowledge of their 
pathogenesis, the part played by an inherited intrinsic fault in the germ 
plasm has been amply confirmed (McKeown et al., 1953; Bonham-Carter, 
1954; Anderson, 1954). Alterations in uterine environment are also of 
importance, and from Australia earlier reports by Gregg (1941) and Swan 
(1943) of congenital malformations in the offspring of mothers who had 
rubella during the early months of pregnancy have been followed by an 
analysis by Stuckey (1956) of 426 babies born with congenital heart disease 
during five years up to December 1953, in 27 of whom there was a history 
of maternal rubella. The percentage incidence of congenital malformations 
in the offspring of mothers infected early in pregnancy has*been estimated 
by some to be as high as in the region of 100 per cent. if infection occurs in 
the first two months and 50 per cent. if in the third month (Swan et al., 
1943) and by others as low as less than 10 per cent. The higher estimates 
have raised the question of the advisability of inducing abortion when such 
infection occurs (Mayes, 1957) and of attempting passive immunity by 
gamma globulin prepared from convalescent serum when a woman has been 
exposed to rubella during the first two or three months of pregnancy. It also 
indicates the advantage of girls becoming infected with rubella before the 
child-bearing age. It is interesting that maternal rubella during pregnancy 
does not seem to have been recorded before the birth of affected children 
in this country or in the United States as often as in Australia (Anderson, 
1954). Maternal age and parity have been thought by Richards (1954) to be 
the factors predisposing most to cardiovascular malformations in the off- 
spring, the greatest risk being in the third pregnancy in women over 30 
years of age, but MacMahon (1952) concluded that there was no consistent 
association between parity and malformations: the apparent effect of ad- 
vanced maternal age on the incidence of congenital heart disease disappeared 
when mongoloid defectives were excluded. 

It is probable that these findings concerning congenital heart lesions 
apply to other congenital malformations and there is obviously need for 
further investigation into all possible factors which might be producing 
such malformations, including the effect of irradiation of the mother’s 
ovaries at any time of her life before conception. 

With regard to the behaviour of the feetus in utero, especially during the 
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later stages of pregnancy and during parturition, and also to the establish- 
ment of respiration in the new-born baby, interest has been centred on 
foetal oxygen requirements during development and the circulatory changes 
which occur at birth. 

During pregnancy, pre-eclamptic toxemia has been shown to result in 
placental insufficiency and a fall in fatal blood oxygen saturation. More 
acute lowering of foetal oxygenation occurs in some abnormal deliveries, 
interruptions of placental blood flow as in placenta previa and prolapsed 
cord and from interference with the oxygen supply to the placenta by 
general or spinal anesthesia. Such anoxia or hypoxia may cause foetal death, 
intra-uterine asphyxia with aspiration of meconium, or the birth of an infant 
with a depressed respiratory centre which may lead to delayed and inade- 
quate pulmonary ventilation and delay in achieving normal near-adult 
arterial oxygen saturation (Shields and Taylor, 1957). 

After birth, the neonatal circulation has been shown to play an important 
part in producing lung expansion and ensuring preferential oxygenation of 
the brain; and the effect of the time after birth of clamping of the umbilical 
cord upon the blood volume of the baby has been discussed by Gunther 
(1957). Brown (1957) has drawn attention to the possible connexion between 
early clamping of the cord and the onset of hyaline membrane disease. It 
seems probable that harm may result from early clamping of the cord and 
that it should be delayed as long as possible, especially in premature babies 
delivered by Czsarean section, It is clear that avoidance of foetal anoxia will 
only be achieved by the continued interest of the pediatrician in the unborn 
child and by the closest cooperation between pediatrician and obstetrician. 


RHESUS INCOMPATIBILITY 

Such cooperation has been essential to the steady improvement which has 
taken place in our management of Rhesus incompatibility between mother 
and baby, for the successful outcome of some cases depends upon an accurate 
estimate of the condition of the fetus during the later months of pregnancy 
and a correct decision concerning the best time for the delivery of the child. 
In spite of such improvement in the treatment of hemolytic disease of the 
newborn and of the well-known value of exchange transfusion in affected 
babies, the death rate from this condition continues to be high. In an attempt 
to find out why this is so, Walker and Mollison (1957) have analysed all the 
deaths in infants in England and Wales which were certified as due to 
hemolytic disease of the newborn during 1953 and 1955. They found that 
factors still contributing to these deaths in 1955 were ‘failure to predict the 
disease antenatally, failure to recognize early clinical evidence of the disease, 
and failure to give adequate exchange transfusion’. 

They called attention ‘to the fact that the treatment of haemolytic disease 
of the newborn is undertaken at a very large number of hospitals. In many 
of these the number of cases seen is very small, and it is therefore impossible 
for the staff to gain the necessary experience and familiarity with this con- 
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dition’, and they suggest ‘that, if all cases of haemolytic disease of the new- 
born (due to anti-Rh (D)) were predicted antenatally and were treated when 
necessary by early adequate exchange transfusion, the present death rate 
could be greatly reduced. Each year, in England and Wales, more than 150 
infants would be saved’. 

As they point out, early and adequate exchange transfusion will only 
become available to all infants in need of it if their mothers are delivered in 
maternity units which handle a considerable number of such cases each year. 
Their report and conclusions are a clear challenge to obstetricians, padiatri- 
cians and administrators to take the necessary steps to implement their 
recommendations. 


RHEUMATIC FEVER PROPHYLAXIS 
Prophylactic measures against rheumatic fever are being more widely 
adopted. Although the incidence of this crippling condition has continued 
to decline, nevertheless the Ministry of Health Report, Part ii, for 1954 
states that it is still found in 3 out of every 1000 school children in those areas 
where it is a notifiable disease. ‘This means that there are at least 2000 new 
cases each year in school children in England and Wales. Any prophylactic 
measures likely to be effective should therefore be seriously considered. 
Successful prophylaxis is usually based upon an accurate knowledge of the 
pathogenesis of a disease; unfortunately our understanding of rheumatic 
fever is still incomplete. There is no doubt, however, that streptococcal 
infection is a frequent precursor of the condition, and elimination of these 
organisms from the throat is an obvious step in its prevention. Most recent 
reports advocate penicillin treatment of sore throats to prevent initial 
attacks of rheumatism and to eliminate a carrier state, as well as prolonged 
maintenance therapy for several years after an attack to avoid recurrences 
(Wannamaker et al., 1953; Bernstein et al., 1954; Perry and Gillespie, 1954; 
Diehl et al., 1954; Stollerman et al., 1955). A recent report of the American 
Heart Association has recommended the immediate treatment of every 
suspected case of streptococcal infection with one intramuscular injection of 
600,000 units of benzathine penicillin G (for a child), or 250,000 units of 
oral penicillin three times a day for ten days. For long-term prophylaxis, 
benzathine penicillin may be given as a single monthly injection of 1 to 5 
mega units or orally in a dose of 300,000 units daily for at least two years. 


DEAFNESS 
Of far greater importance numerically than children with rheumatic heart 
disease are those handicapped by deafness or poor sight and the new 
Ministry of Health’s ‘Memorandum on the Prevention and Alleviation of 
Deafness’ should encourage the family doctor to practise the personal pre- 
ventive medicine for these children for which he is so well situated. 


HOME CARE AND NURSING 
In the treatment of established conditions, pediatrics is reflecting the trends 
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seen in the treatment of adults. It is in the handling of the child and of his 
family during this treatment that great changes are taking place. These arise 
from the increasing realization that he must be regarded as an integral part 
of his family circle and that in illness, perhaps even more than in health, 
the baby and, perhaps more important, the toddler should not be separated 
from his mother if it can be avoided. When admission of a baby or toddler 
to hospital is unavoidable, an increasing number of hospitals are now able 
to admit his mother with him. Other equally desirable developments in this 
sphere have been suggested by the Royal Colleges (Lancet, 1957a) and by 
the British Padiatric Association (Lancet, 1957b) in their reports on the 
care of children in hospital. The psychological reactions of the infant and 
toddler to separation from his mother have been well established in the past, 
but our concern should not be confined to the young child, for the unfor- 
tunate response of many older children to hospital admission has recently 
been described by Vaughan (1957), who stresses how much this may be 
alleviated by the exercise of a little more imagination and understanding 
than are sometimes forthcoming from the doctors and nurses concerned. 

The necessity for admission to hospital, however, is becoming less fre- 
quent owing to a growing tendency in many areas to treat ill children at 
home. This is, of course, facilitated by the availability of consultant paedia- 
tricians to undertake domiciliary visits, but the possible scope of pathological 
investigations is usually strictly limited and some procedures which are 
readily carried out in hospital, such as intravenous infusion, are not so easily 
performed in the patient’s house. To meet these and other difficulties, 
Lightwood and his colleagues (1957), in the pediatric unit at St. Mary’s 
Hospital, London, organized a mobile team fully trained in pediatric work 
to be available to assist any family doctors in the district who might wish to 
call them, the team consisting of two pediatricians, a sister, two nurses and 
a part-time physiotherapist. During the first two years of the project the 
team cooperated in the management of 582 patients, 460 of whom were 
nursed at home throughout their illness. The following procedures were 
carried out ‘efficiently and safely even in poor homes :— 


Diagnosis Therapeutic 
Test feeding Surgical dressings 
Catheterization Removal of stitches 
Venepuncture Removal of plasters 
Lumbar puncture Ephedrine replacements 
Pleural aspiration Setting up steam tent 
Duodenal intubation Administration of oxygen (by mask) 
Estimation of basal metabolic rate and Administration of intravenous fluids, 
respiratory quotient including blood 
Fat balance Continuous limb traction 
Subdural tapping Physiotherapy ’. 


The relationships established between the members of the team and the 
family doctor were in most cases close and satisfactory and the cost to the 
hospital of this home-care scheme was considerably less per patient than 
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the cost per patient in hospital. This is clearly an interesting new develop- 
ment which might well be tried elsewhere. 


CARDIAC SURGERY 
Some of the most outstanding advances in the treatment of sick children 
have been achieved by the surgical correction of congenital deformities, 
notably those of the cardiovascular system, the gastro-intestinal tract, and 
the urinary system: a less encouraging start has been made in the treatment 
of hydrocephalus. 

The recent rapid and dramatic developments which have occurred in the 
surgical treatment of congenital heart lesions are described elsewhere in this 
number (page 435). Closure of a patent ductus arteriosus, resection of a 
coarctation of the aorta, division of an aortic ring, pulmonary valvotomy or 
infundibulectomy for pulmonary stenosis, a systemic-pulmonary anasto- 
mosis for Fallot’s tetralogy or tricuspid atresia and closure of an atrial septal 
defect are now all well-established procedures, and this will soon probably 
apply also to closure of a ventricular septal defect with the aid of a pump- 
oxygenator or hypothermia. In many children and infants the severity of 
symptoms necessitates early surgery, and in others operation should be 
carried out before gross secondary myocardial and other changes have 
developed in the heart. As more than half the children who die of congenital 
heart disease still do so before the age of one year it is clear that there is 
room for further improvement, especially in the surgical treatment of infants. 


MALFORMATIONS OF THE ALIMENTARY TRACT 
Malformations of the gastro-intestinal tract are almost invariably fatal during 
the first few days of life. In the past, the operative mortality rate has been 
high but during the last decade there has been a great improvement, due 
largely to the adaptation of the pioneer work of William Ladd in the United 
States and Denis Browne in this country. It is essential that the infant 
should be operated upon as soon as possible after birth and early diagnosis 
is therefore of paramount importance. 

The marked improvement in the results of surgery for these conditions 
is due not so much to advances in surgical technique as to a better under- 
standing of the physiology and pathology of new-born infants suffering from 
congenital malformations, and hence to more enlightened pre- and post- 
operative care. The metabolic response of these babies to surgery differs 
noticeably from that of adults and older children. This difference may have 
a hormonal basis, and partly explain their extraordinary resistance to surgical 
trauma (Rickham, 1957). The use of incubators has greatly facilitated post- 
operative management, and by modern techniques continuous intravenous 
infusions may be given, even to the smallest premature infant, for many 
days and at the very slow rates required to obviate the danger of over- 
infusion. Pediatric anesthesia has been concerned mainly with providing a 
high oxygen intake during operation and this has been achieved by the 
development of endotracheal anesthesia with an absolute minimum of dead 
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space in the apparatus. Oxygen and nitrous oxide in conjunction with muscle 
relaxants have become the anzxsthetic of choice (Rees, 1954). 

The most common malformations of the gastro-intestinal tract which are 
now amenable to surgical treatment are cesophageal, intestinal and high 
rectal atresia, meconium ileus, bacterial and meconium peritonitis and 
exomphalos. 

The surgery of esophageal atresia still carries a high mortality rate: from 
a recent review of the larger published series, Clatworthy (1955) has found 
it to be about 50 per cent. Many of the deaths, however, are partly due to 
associated congenital abnormalities, such as a heart lesion; and in full-term 
infants without such an additional malformation the modern transpleural 
operation should be successful in three out of every four babies. 

Intestinal atresia may now be successfully relieved in about 50 per cent. 
of cases. Only during the last few years has this malformation been tackled 
with any measure of constant success, due mainly to efficient gastric decom- 
pression and intravenous therapy during the prolonged postoperative period 
of paralytic ileus. 

A high rectal atresia—that is, an imperforate anus with the rectum ending 
blindly a considerable distance above the perineal skin—presents a difficult 
surgical problem. During the last few years infants suffering from this con- 
dition have been subjected to an abdomino-perineal pull-through operation. 
Over two-thirds of the infants thus treated survive, but only a proportion 
of them are continent of faeces, as in many cases the levator ani is imperfectly 
developed. 

Meconium ileus is due to fibrocystic changes in the pancreas and failure 
of secretion of pancreatic enzymes. The foetal meconium is not softened by 
pancreatin, becomes the consistency of glue, sticks to the intestinal wall, 
and causes intestinal obstruction. Death often ensues. The aim of surgical 
treatment is to empty the intestine of meconium through an ileostomy 
opening, which is best achieved with 3 per cent. hydrogen peroxide solution. 
Pancreatin is then given by mouth for an indefinite period. With modern 
methods about 50 per cent. of infants survive operation, but most of these 
die in a few weeks or months of fulminating pneumonia secondary to cystic 
fibrosis of the lungs. 

During the last few years it has become apparent that bacterial and 
meconium peritonitis following intestinal perforation during the fceetal or 
neonatal period is not at all uncommon (Forshall et al., 1952). These per- 
forations may occur proximally to an intestinal block, or, in the absence of 
an obstruction, presumably at the site of a congenital weakness of the bowel 
wall. If the intestine perforates in utero, a sterile meconium peritonitis 
results which may be diagnosed by radiological visualization of calcified 
intra-peritoneal meconium. The diagnosis is confirmed at laparotomy and 
the perforation closed. 

A large exomphalos containing most of the intestine and liver is often 
inoperable due to the impossibility of returning the liver and intestine into 
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the underdeveloped abdominal cavity. Two recent procedures, however, 
have improved the results of surgery for this condition. Gross (1953) leaves 
the amniotic sac covering the intestine intact, paints it with tincture of 
iodine and encloses it with abdominal skin, and Grob (1957) confines himself 
to painting the sac with mercurochrome solution. 


MALFORMATIONS OF THE URINARY SYSTEM 
Recent advances in the treatment of malformations of the urinary system 
have been concerned mainly with those found in the lower urinary tract. 

In childhood, obstruction to the urinary outflow from the bladder is often 
due to mucosal valves in the posterior urethra; less commonly, to hypertrophy 
of the internal vesical sphincter (Marion’s disease). Vesical obstruction soon 
leads to hydro-ureter and hydronephrosis, with consequent renal insuffi- 
ciency or infection of the urinary tract and in many untreated cases to death 
during infancy or early childhood. Recent advances in the diagnosis of 
urethral malformations by routine performance of micturating cysto- 
urethrograms and by urethroscopy have revealed many of these lesions 
before the onset of complications and have therefore done much to improve 
the results of surgical treatment. This consists of resection of the urethral 
valves or of a wedge from the hypertrophied bladder neck in Marion’s 
disease, which has become possible even in the smallest infant since the 
development of a miniature urethral resectoscope (Campbell, 1951). 

During the last few years it has become apparent that dilated ureters and 
hydronephrosis may be found in some children without a distal obstruction 
in the urinary system (Williams, 1954). The etiology of these mega-ureters 
is, as yet, unknown. Conservative treatment with antibiotics may be effective 
for a time, but many children with this condition finally succumb to pro- 
gressive hydronephrosis and renal failure. Total excision of the ureter and 
its replacement by an isolated loop of ileum appears to offer a solution to 
this intractable problem (Swenson et al., 1956). 

Complete urinary incontinence, usually associated with fecal incontinence 
secondary to spinal lesions, is not uncommon in childhood. Most of these 
unfortunate children have myelo-meningoceles with secondary destruction 
of sacral nerves. Transplantation of their ureters into an isolated ileal loop 
and the collection of urine in a small rubber bag facilitate their management 
(Rickham, 1956). 

In the past, the standard treatment of ectopia vesice has been transplanta- 
tion of the ureters into the colon and excision of the ectopic bladder. Long- 
term follow-up of these patients, however, has revealed that many suffer 
from severe urinary disturbances, e.g. hydronephrosis, recurrent urinary 
infections, biochemical imbalance, fecal incontinence. In recent years new 
attempts have been made to reconstruct the ectopic bladder (Sweetser et al, 
1956) but, on the whole, these plastic operations have not been very success- 
ful. It is hoped that better long-term results will be achieved by transplanting 
the ureters into an isolated ileal loop. 
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HYDROCEPHALUS 

Communicating hydrocephalus has recently been successfully treated by 
draining the cerebrospinal fluid into the peritoneal cavity through a plastic 
tube (Shenkin et al., 1948) or into a ureter after nephrectomy (Matson, 
1949). Non-communicating hydrocephalus is more difficult to treat. Ventri- 
culo-cisternostomy, ventriculo-ureterostomy and ventriculo-peritonostomy 
all have their advocates, and are occasionally successful. In all these 
methods much depends upon the material used for drainage tubing, and 
extensive trials have been given to various plastics. 
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ADVANCES IN THE TREATMENT 
OF SKIN DISEASES 
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DvRING the past two or three years there have been no outstanding dis- 
coveries in the treatment of skin diseases comparable with, for example, the 
use of calciferol for lupus vulgaris or of cortisone for systemic lupus erythe- 
matosus and pemphigus. Nevertheless, there have been advances and these 
have been made possible by the accumulated critical information concerning 
recent techniques and drugs. These advances in the fashion of treatment are, 
it is to be hoped, more for better than for worse, and they may perhaps be 
discussed more conveniently in relation to the methods themselves than to 
the diseases in which they are used. 


CORTICOSTEROIDS 
Systemic administration.—The prolonged systemic administration of cor- 
tisone, corticotrophin, prednisone and prednisolone in serious disorders 
such as pemphigus, systemic lupus erythematosus, dermatomyositis and 
sarcoidosis has led to fuller recognition of the many late complications which 
they may cause. The more severe complications are, of course, salt retention, 
osteoporosis, peptic ulceration and diabetes mellitus, and these are so serious 
that risks taken must always be well calculated. An example was a man who 
required a daily dose of 2000 mg. of cortisone to bring his pemphigus under 
control, and was subsequently stabilized on daily doses of several hundred 
milligrams, or an equivalent dose of prednisone. He developed uncon- 
trollable diabetes mellitus, osteoporosis with vertebral collapse, temporary 
acute mental depression, and died two years later of a coronary thrombosis. 
Fortunately, however, not all patients are so unlucky. One recent advance 
has been the discovery that patients undergoing steroid treatment who have 
developed osteoporosis with ‘negative’ calcium balance may be restored to 
a ‘positive’ balance by the administration of nor-testosterone, a non-andro- 
genizing analogue of testosterone. This treatment, which is in its early 
stages, is by no means entirely satisfactory, but it does suggest that before 
long a more efficient method may evolve, which may not only stop, but also 
prevent progressive decalcification of the bones. 

Prednisone and prednisolone are now being used more commonly than 
cortisone and corticotrophin. Although they are more likely to induce peptic 
inflammation and ulceration and should not be given to patients with a 
history of such indigestion, they are less likely to cause salt retention and 
cedema. Outpatients need not therefore be confined to a salt-free diet, which 
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may be difficult. This is particularly useful in dermatology since much 
treatment of both serious and trivial disorders takes place in the home. 
Paradoxically, administration of cortisone and the other steroids in dermato- 
myositis, in addition to relieving the muscle and joint pain in the acute 
phase of the disease, reduces the edema. Some of the features of dermato- 
myositis (notably pain and ceedema) are found in excessive production by the 
suprarenal cortex of aldosterone, in the so-called primary aldosteronism, 
(Conn, 1955), which leads to sodium retention in the renal tubules. A similar 
state of affairs occurs in ‘right-sided’ cardiac failure and soon after coronary 
thrombosis. Possibly, administration of cortisone leads to the reduction of 
cedema in dermatomyositis through its inhibitory effect upon the suprarenal 
cortex and on the production of aldosterone in particular. 

Greater justification is needed for giving these hormones to patients with 
less severe diseases. It has recently become clear, however, that those rare 
patients with severe, intractable eczema, who are miserable and even suicidal, 
may lead full and happy lives on a regular daily dose of 10 to 200 mg. of 
prednisone. Such a risk in these circumstances is quite justifiable, but some 
dermatologists prefer to interrupt the steroid treatment from time to time, 
even if it leads to temporary relapse of the eczema. Steroid treatment may 
be life-saving in the very rare unexplained collapse which occurs in infantile 
eczema (Marsden and Morgan, 1955). It is often helpful in severe post- 
herpetic neuralgia, and its use may be justified in some cases of alopecia 
areata or alopecia totalis. 

Since corticosteroid treatment is a hazardous affair, and the lowest efficient 
maintenance dose is always employed, it is fortunate that chloroquine and 
cortisone (or other steroids) appear to act synergistically in some cases of 
systemic lupus erythematosus, enabling a lower dose of the hormone to be 
used (Dubois, 1954). 

Local applications—The use of hydrocortisone and fludrocortisone 
in a variety of ointment bases is well known. According to Haxthausen 
(1956), the second of these substances is the more efficient in controlling 
allergic eczematous reactions. As a research weapon, hydrocortisone injec- 
tions may prove invaluable. Patches of necrobiosis lipoidica, for example, 
may be vastly improved, and in alopecia areata the hair at the injection site 
may be induced to regrow three to four weeks later. Injection of about 2.5 
mg. of hydrocortisone acetate into the painful ear lesions of chondroderma- 
titis nodularis chronica will often produce resolution without recourse to 
surgery (Bucholz, 1956). 

It is not to be denied that these new hydrocortisone applications are the 
most efficient for infantile eczema, neurodermatitis, otitis externa, allergic 
contact dermatitis, and some forms of burns. They may be combined with 
an antibiotic such as neomycin or bacitracin if secondary infection is present. 
On the other hand, they are very expensive, and search for a cheaper alterna- 
tive has resulted in extravagant claims for glycerrhetinic acid which has 
some chemical resemblance to hydrocortisone. It has been marketed as an 














TREATMENT OF. SKIN DISEASES 389 


ointment which is undoubtedly very soothing. A large, carefully controlled 
trial (Tillman, Crow and Scott, 1956), however, revealed no significant 
difference between the ointment itself and the control. 


DRUGS INFLUENCING PIGMENTATION 

The methoxy-psoralen treatment for vitiligo (leucoderma) has proved useful 
in some cases, although the results on the whole are disappointing. This 
method produces pigmentation by inactivating sulphydryl groups which are 
inhibitors of tyrosinase, thereby releasing the latter for melanogenesis 
(Lerner, Denton, and Fitzpatrick, 1953). Recently, El-Mofty (1957) has 
altered his original technique by giving copper sulphate, 15 mg. daily by 
mouth, in order to potentiate the tyrosinase activity, in addition to the 
methoxy-psoralen by mouth and exposure to sunlight or ultra-violet rays. 
He states that he has raised his ‘complete cures’ from 7 to 34 per cent. If 
these results are confirmed it will be a considerable advance, for vitiligo, 
though not serious, does cause much distress. Jarrett and Szabo (1956) have 
shown that there are probably several types of vitiligo: ‘absolute vitiligo’ due 
to total absence of tyrosinase activity, and ‘relative vitiligo’ where (a) tyro- 
sinase activity is simply reduced or (b) the number of functioning dopa- 
positive melanocytes is reduced. Only in the ‘relative’ form will vitiligo be 
improved by psoralen treatment. 


CHLOROQUINE AND SIMILAR DRUGS 
Chloroquine, in daily doses of 200 to 800 mg., has largely superseded mepa- 
crine as the drug of choice for chronic discoid lupus erythematosus. It has 
recently been realized that the higher doses were needed in many cases to 
produce clinical improvement, and many have failed to improve in the past 
on account of inadequate dosage. On the other hand, the drug has its toxic 
effects: nausea, dizziness, headache, difficulty in accommodation, and a 
maculo-papular rash. In the higher doses, temporary bleaching of the hair 
may occur, but much more important is the exceptionally rare occurrence 
of lens opacities (Calnan, 1957b) which have certainly persisted for two 
years. Chloroquine should therefore be given with great care to children, 
when the lens may be more susceptible to damage. In the smaller doses, 
chloroquine is helpful in actinic dermatitis and polymorphic light eruption. 
Although the precise mode of action is unknown, it does appear to offer some 
protection against light rays of wave-lengths between 3,100 and 3,500 A units 
(Christiansen, 1957). Recently, plaquenil, another related compound, has 
been used with success, but it is not possible at this stage to offer any 
comparison. Chloroquine is useful in some patients with rosacea, particularly 
those who are intolerant to light. It has also been used in combination with 
steroids in systemic lupus erythematosus, and in combination with chlortetra- 
cycline in some cases of pemphigus vegetans. 


‘TRANQUILLIZERS’ 
The tranquillizing effects of some modern drugs, such as chlorpromazine, 
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meprobamate and benactyzine, is certainly a mixed blessing. Whilst their 
importance has been greatly exaggerated, there is no doubt that they can 
prove most helpful. They have their toxic effects, like all drugs, and. in 
dermatology are seldom needed instead of older drugs, notably the bar- 
biturates. The effects of chlorpromazine upon the skin must be mentioned, 
for it is a drug widely used in mental hospitals, often with disastrous effects 
upon the nursing staff. Contact with the drug, in liquid or solid form, may 
produce a severe, intractable photosensitization dermatitis or a localized 
allergic contact dermatitis. This affects nurses, pharmacists, patients and 
workers in the pharmaceutical industry (Calnan, 1957a). Far too little notice 
of the toxic effects of this modern drug has been taken by the hospital 
authorities, and in this instance it is clear that the advance in treatment has 
been accompanied by increased hazard to nurses in their vocation. 


ANTIBIOTICS 

Another aspect of modern therapeutics to which some hospital and local 
health authorities might pay more attention—with national benefit—is sensi- 
tization to antibiotics. Cautionary tales to nurses might be given in lectures— 
and not only by dermatologists. Contact dermatitis from penicillin and 
streptomycin is very common among doctors and nurses, and is especially 
disabling in general practitioners and district nurses. Many different de- 
sensitization techniques have been tried in the past. Wood (1956) has suc- 
cessfully employed an oral method. For penicillin, the initial dose is 50 
units, working up by increments of 100 to 150 units to several thousand 
units a day after eight to twelve weeks. A similar technique is used when the 
procaine radical is involved, or when streptomycin is the cause. Sometimes 
such methods fail, and Morris-Owen (1956) has evolved a technique for 
doctors and nurses consisting of daily subcutaneous injecticns of 2 to 10 
units of penicillin, or an equivalent of streptomycin. He found that these 
sensitized individuals were able to follow their’ vocations more easily and 
safely than by any other method. 


SULPHONES AND SULPHONAMIDES 
A vesico-pustular eruption—subcorneal pustular dermatosis—first recog- 
nized by Sneddon in 1947 is described in detail by Sneddon and Wilkinson 
(1956), and usually responds to administration of diaminodipheny] sulphone 
(dapsone) in daily doses of 50 to 150 mg., or to sulphapyridine. In these 
small doses, dapsone is more favoured now than sulphapyridine in the 
suppressive treatment of dermatitis herpetiformis, but intolerance to both 
may occur; if this happens, old-fashioned inorganic arsenic may be used. 


PHYSICAL AGENTS 
Dermatologists have used radiotherapy since the earliest days of its dis- 
covery. Indeed, they pioneered many of its advances. The present-day 
conventional superficial x-ray treatment is delivered at 70 to 100 kilovolts. 
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The so-called Grenz or Bucky rays, first discovered about fifty years ago, 
have become gradually more popular, and now nearly all new therapy units 
for skin departments are of this type which delivers very ‘soft’ rays between 
5 and 50 kilovolts. This has many great advantages over the conventional 
machines: the treatment may, with suitable fractionation, be repeated far 
more often with complete safety; since they penetrate very little, the Grenz 
rays are much safer to use in the ano-genital region and around the eyes; 
and they may be more efficient in the treatment of very superficial skin 
neoplasms, especially when a wide area is involved. 

The treatment of tattoos and superficial scars and blemishes (especially 
deeply pitted acne scars) with ‘surgical planing’ and ‘dermabrasion’ was 
first tried out many years ago by Kromayer. Modern equipment has led 
to the more widespread use of this technique, although some claim that 
solid carbon dioxide or liquid nitrogen may produce comparable results. 
The usual practice now is to use a modified dental burr with refrigeration 
local anzsthesia (preferably not ethyl chloride). The results are often dis- 
appointing (Pegum, 1957), but in selected cases considerable cosmetic 
improvement may be expected. 


CONCLUSION 
It appears that the main theme has consisted of description of newer 
methods of treatment and a discouraging account of their devilish toxic 
effects. These effects, however, are often far more important, when it comes 
to advancing knowledge, than the methods of treatment themselves, and 
certainly patients seem more likely to gain than to lose by recent trends. The 
truth remains that all modern therapy is more complicated and therefore 
more dangerous than ever before; but this should not obscure the fact that 
newer methods offer far more advantages than disadvantages to the patient. 
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ADVANCES in the treatment of respiratory diseases, which derive principally 
from the discovery of antibiotics and advances in thoracic surgery, have been 
made possible by the many improvements in diagnostic accuracy which the 
accessory methods of investigation provide. Radiographs of quality have 
been available for only twenty-five years, and all of this time has been 
needed to explore their potentialities. The pattern of respiratory bacteria, 
both in health and disease, was already well established when antibiotics 
appeared and enabled the pathogenic significance of individual species to 
be recognized. The rapidly increasing list of respiratory viruses is clarifying 
the nature of many diseases and at the same time posing many problems, 
not the least of which is an effective antidote. Studies in epidemiology, 
physiology and biochemistry are all contributing to more scientific, and 
therefore more efficient, treatment. Indeed, the stage has now been reached 
at which new remedies can be dispassionately assessed and many of the 
older remedies discarded. 
TUBERCULOSIS 

The preliminary assessment of new patients is usually sufficient to deter- 
mine whether active treatment is necessary. Occasionally a period of 
observation in hospital, lasting for about ten days, is desirable. In either 
event, if activity is suspected, examination by radiography, tomograms, 
sputum tests, temperature readings and blood sedimentation rate is needed 
to determine the extent and nature of the disease as soon as possible. 

Whereas formerly many patients, whose tuberculosis appeared to be 
healed or was of doubtful activity, were given a period of observation 
before definitive measures were instituted, experience with the recently 
discovered anti-tuberculous drugs has led to a wider application of specific 
therapy. Experience gained in many large series of patients, particularly 
young adults with minimal lesions, has shown that untreated tuberculosis 
tends to progress. ‘Treatment is now nearly always given in anticipation of 
such a possibility, instead of waiting to see which patients deteriorate. 
Specific chemotherapy is usually efficient in early tuberculosis and the 
added benefits of rest are often not necessary. This applies particularly to 
asymptomatic minimal lesions discovered at mass miniature radiography. 
Once constitutional symptoms have developed, a period of rest is essential. 
Whether this should take place at home or in a sanatorium is to some extent 
a matter for individual judgment in relation to the domestic circumstances, 


but an experience of sanatorium discipline before full health is restored is 
valuable. 
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The discovery of anti-tuberculous drugs has led to a reorientation of the 
principles of treatment. Formerly, emphasis was placed upon ‘rest of the 
part, rest of the body and rest of the mind’. Although these principles still 
apply, much greater emphasis is now placed upon the pathological processes 
of tuberculosis. Individual tubercles tend to pass through the well-recog- 
nized stages of edema, pneumonia, caseation, cavitation, fibrosis and calci- 
fication. During the phases of edema and pneumonia, the essential structure 
of the lung is unimpaired, so that resolution may result in a return to 
normal, or near normal, pulmonary tissue. These phases are often referred 
to as the ‘reversible’ or ‘recoverable’ element of the tuberculous process. 
Once the stage of caseation has been reached, irreversible damage has 
occurred and the best that can be hoped for is healing by fibrosis and 
calcification; this constitutes the ‘irreversible’ element or the ‘residue’. 
For the majority of patients, this implies that treatment is divided into three 
stages. First come the initial assessment and the institution of drug therapy, 
next a period of some months in which rest and anti-tuberculous drugs are 
allowed to take their effect, and finally the stage at which the nature and 
extent of the ‘residue’ is carefully assessed and a decision made as to 
whether it is likely to heal or whether surgical treatment, usually a resection, 
should be undertaken. 


CHOICE OF ANTI-TUBERCULOUS DRUGS 
For practical purposes the choice of anti-tuberculous drugs lies between 
streptomycin, para-aminosalicylic acid (PAS) and isoniazid. Of these, 
isoniazid and streptomycin are the most effective, but PAS is very useful 
when taken in combination with one of the others with a view to delaying 
the emergence of resistant strains of tubercle bacilli. 

None of these drugs is completely free from toxic effects, although 
isoniazid is nearly so; in large doses it may cause psychiatric disturbances 
or peripheral neuritis. Streptomycin has the great disadvantage that it is 
liable to attack the eighth nerve, particularly its vestibular branch. Indeed, 
giddiness and unsteadiness in walking are so common when it is given for 
long periods in patients over forty, that it is used much less often than 
formerly. PAS often causes nausea, anorexia and abdominal discomfort. 
Any combination of these drugs may produce general disturbances such as 
fever and a rash. 

The emergence of resistant strains of tubercle bacilli has always been a 
major problem. The commonly held view is that they appear by genetic 
mutation. For example, a newly diagnosed patient may have 1 per cent. of 
bacilli resistant to one of the drugs, the remainder of his bacilli being sensi- 
tive to all three drugs. If only one drug be given, the resistant strain may 
be enabled to over-grow those which are suppressed. Consequently, at least 
two drugs must always be given simultaneously. Recent studies suggest 
that about 3 per cent. of fresh tuberculous patients have bacilli which are 
resistant to one or other of the drugs, so that a case can be made for starting 
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treatment with all three drugs and then adjusting the therapy when the 
sensitivity of the organisms has been assessed. This policy is unlikely to 
cause many serious toxic reactions in patients under the age of forty, but 
older patients run the risk of vestibular disturbances if streptomycin (1 g.) 
is given more often than three times a week. Another point to remember 
when only two drugs are used before the sensitivities have been determined 
is the dosage of PAS necessary to prevent resistance, which is 20 g. a day 
when given with streptomycin, and 12 g. a day when given with isoniazid; 
few patients can tolerate comfortably the larger dose. 

A suitable therapeutic regime for new patients is: 200 mg. of isoniazid 
and 12 g. of PAS a day, and 1 g. of streptomycin three times a week. Younger 
patients with acute disease should have 1 g. of streptomycin daily. When, 
after six to eight weeks, the bacterial sensitivities are known, one of the 
three drugs may be omitted. If the organisms are sensitive to all three 
drugs, the streptomycin is usually given up. If they are resistant to one 
drug, obviously the two others will be continued. If they are resistant to 
more than one drug, the problems of treatment are greatly increased, and 
the less effective chemotherapeutic agents, such as viomycin and the tetra- 
cyclines, must be considered. The duration of treatment with anti-tuber- 
culous drugs varies from six months to several years, and is ordinarily about 
eighteen months. The longest courses are reserved for patients with chronic 
fibro-cavernous tuberculosis which fails to respond satisfactorily and is not 
amenable to surgery; in these an attempt is made to eradicate the bacilli, 
or at least to render them non-pathogenic. 

After some four to nine months of chemotherapy, according to the extent 
of the disease, a fair estimate of the relative proportions of ‘reversible’ and 
‘irreversible’ changes should be possible. A decision has then to be made 
as to whether the ‘irreversible’ changes are likely to proceed to complete 
healing with continued medical treatment. If they are not, surgery should 
be undertaken if the patient is fit to stand it and the distribution of the 
disease is favourable. Surgery consists pre-eminently of resection of the 
diseased part with the least possible volume of normal lung; this may mean 
the total eradication of localized disease, or the removal of those parts of 
the lung which have become too fibrotic to yield to medical measures, 
leaving behind less chronic lesions which can be controlled medically. 
Thoracoplasty still has a small place in the management of scattered 
fibrotic foci, and apical plombage is sometimes successful in closing per- 
sistent cavities in bronchitic and elderly patients. Artificial pneumothorax 
and pneumoperitoneum are no longer used in the treatment of pulmonary 
tuberculosis. 


PNEUMONIA 
The four principal types of pneumonia, namely bacterial pneumonia, virus 
pneumonia, pneumonia distal to a bronchial obstruction and broncho- 
pneumonia, have been influenced in different ways by the advent of anti- 
biotics. 
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Perhaps the greatest effect of antibiotics upon bacterial pneumonia has 
been to cut the disease short, before it has time to develop. It is nearly 
always diagnosed in patients’ homes, and is ordinarily dealt with throughout 
by general practitioners. From personal knowledge, practitioners can usually 
decide which acute respiratory infections among their patients are likely to 
proceed to frank pneumonia, and hence are able to forestall it. The choice 
of specific therapy is still largely a matter of individual preference, but 
some principles have become established. ‘The sulphonamides, despite their 
cheapness and efficacy, have fallen somewhat into disfavour, mainly because 
they are not as uniformly successful as antibiotics and because they are 
liable to produce renal complications; they will still cure the majority of 
bacterial pneumonias, however, in doses of 20 g. spread over a week, with 
6 g. during the first twenty-four hours. Of the antibiotics, the choice lies 
between those given by injection (penicillin, $ to 1 mega unit, with or without 
streptomycin, 1 g. in each twenty-four hours, for a week) and those taken 
by mouth (the tetracyclines, 12 to 15 g. spread over a week, with 2 to 3 g. 
on each of the first two days). The former have the advantages of a more 
rapid action and a more certain effect, and should always be used when 
life is threatened. The latter are easier of administration and are perfectly 
satisfactory if a rapid initial response is not essential. 

With the possible exception of ornithosis and Q fever, the course of 
virus pneumonias is uninfluenced by antibiotics. This in itself is an important 
point in the differential diagnosis from bacterial pneumonias, although the 
clinical features, such as the gradual onset, moderate fever, mucoid sputum 
and lack of leucocytosis are usually evident. On the other hand, at least 
half of all bacterial pneumonias are preceded by a viral respiratory infection, 
so that antibiotics should always be administered, because the relative 
importance of viruses and bacteria cannot be determined in the early stages. 

When pneumonia occurs distal to a bronchial obstruction, such as a carci- 
noma, the relative inability of antibiotics to effect a cure often enables the 
true cause of the pneumonia to be suspected much earlier than it otherwise 
would be. 

Broncho-pneumonia is sometimes a specific bacterial pneumonia in 
children, but is usually a complication of some other disease, particularly 
a debilitating illness. Treatment is necessarily directed to the primary 
disease in the first instance, but specific antibacterial therapy is often life- 
saving if the primary process can be countered. 

In the early stages of pneumonia, treatment rarely presents any problems. 
Suitable antibiotics are prescribed, together with oxygen and cardiac 
stimulants as necessary. If, three days later, the response is thought to be 
unsatisfactory, the reason must be determined. Too often in the past a 
simple change of antibiotic is all that has been considered necessary, in the 
hope that the organisms will be sensitive to the new drug, or that the 
disease is running its course despite the treatment. This is a slovenly 
approach, and much inferior to proper institutional investigation, which 
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includes radiography, sputum tests, blood counts, serology and possibly 
bronchoscopy. Only in this way can the early diagnosis of such conditions 
as tuberculosis, bronchial carcinoma and empyema be made, and indeed 
the diagnosis of pneumonia be verified. 


BRONCHIAL CARCINOMA 
Patients with bronchial carcinoma fall into three groups. About one-quarter, 
the most favourable group, are suitable for some form of treatment which 
aims at a cure. A further quarter are treated, mainly by radiotherapy, in 
the hope that the disease process will be checked. ‘The remaining one-half 
are suitable for no more than symptomatic treatment. 

No chemotherapeutic agent is known which has the slightest effect upon 
bronchial carcinoma, so that ‘curative’ treatment resolves itself into a 
choice between surgical resection and radiotherapy; of these the former is 
by far the more effective. Patients in the most favourable group, namely 
those who are regarded as being suitable for thoracotomy, should be not 
more than 65 years of age, of good general physique and have a growth 
which, so far as can be determined, is confined within the substance of the 
lung. The operative mortality rate is low, and more than three-quarters of 
the growths should be resectable by pneumonectomy and dissection of the 
mediastinum. The five-year survival rate is in the region of 25 to 30 per 
cent. This is the best that can be offered in the present state of knowledge. 

Treatment of the second group of patients is definitive yet half-hearted. 
Risks are sometimes taken, and indeed must be taken if surgery is to 
progress, in patients who are bronchitic, or whose heart or general physique 
does not withstand the operation in the event. Heroic clearances of medi- 
astinal metastases are now attempted, often with conspicuous success. 
Palliative lobectomies for chronic suppuration may give considerable symp- 
tomatic relief, and lobectomy has a place in the treatment of elderly patients 
who would not tolerate pneumonectomy. A bigger problem numerically 
within this group is the advisability of radiotherapy. So few patients in the 
past have survived the treatment by five years that many still doubt whether 
a full course should be embarked upon. This involves a total dosage of 
about 3,500r, given by conventional means, spread over three weeks and 
often causes a constitutional upset, so that some patients feel worse at the 
end of the course than they did at the beginning. On the other hand, very 
encouraging radiological improvement can often be obtained and the 
expectation of life can be materially lengthened when squamous cells pre- 
dominate. As a personal opinion, a full course of radiotherapy should be 
given to patients with apparently localized disease who are unfit for surgery. 
Symptomatic improvement, especially the relief of hemoptysis, makes this 
form of treatment well worth while and, incidentally, enables the patient 
to feel that something is being done, which may in itself have beneficial 
effects. ; 

The third group of patients, for whom no more than symptomatic treat- 
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ment is available, present a pathetic picture. Information concerning the 
true nature of the disease needs to be withheld and the usual array of 
increasingly potent sedatives must be administered. These consist of 
sedative expectorants, phenobarbitone, pethidine and, finally, the opium 
derivatives. The depressant effect of opium can be usefully counter- 
balanced with cocaine, } grain (30 mg.). The Brompton Cocktail, consisting 
of morphine, cocaine and gin, is often much appreciated. Radiotherapy has 
a place in the final stages, particularly in the relief of superior mediastinal 
obstruction and extension of the growth to bones. 


BRONCHITIS 
Recent studies in chronic bronchitis have tended to focus attention upon 
the various clinical components of this disease. In the early stages, excessive 
mucus is likely to be the outstanding feature. Later, the effects of broncho- 
spasm and edema of the bronchial epithelium often become prominent. 
At any stage, evidence of frank infection, in the form of pus in the sputum, 
may be added. Once infection has become established, the lobules of the 
lungs are progressively destroyed, the remaining parts becoming emphy- 
sematous. Hence, treatment may be directed specifically towards excessive 
mucus, bronchospasm and mucosal cedema, infection and emphysema. 

The only treatment which is known to be effective in reducing excessive 
mucus is prophylactic, namely by removing such patients from sources of 
air pollution, unfavourable weather and contact with respiratory infections. 
Most bronchitics learn to avoid these irritants so far as they can, but few 
are in a position to live in a completely favourable environment. Broncho- 
spasm and mucosal oedema can be relieved to a large extent by the usual 
antispasmodics, such as ephedrine and aminophylline, and a few derive 
benefit from short or long courses of a steroid drug, such as prednisone, 
5 mg. once or twice a day. Which patients will respond to this last drug 
can only be determined by trial and error. Acute bacterial infections, for 
which H. influenze and, to a lesser extent, pneumococci, are latgely re- 
sponsible, can be relieved by a combination of penicillin and streptomycin 
or by a tetracycline drug, along the lines already suggested in the treatment 
of pneumonia. Long-term treatment with tetracycline drugs often produces 
striking improvement in patients who have a purulent sputum. The aim 
is to render the sputum mucoid and to keep it so. This can often be done 
by treating exacerbations only, but in grossly infected patients it may have 
to be given continuously, at least during the winter months (in doses 
varying from 0.25 g. twice daily to 1 g. twice or thrice daily). 

The treatment of emphysema consists in training patients to maintain 
their tidal air with the minimum of effort and in aiding expectoration. 
These can be achieved by systematic breathing exercises, which aim at 
enabling patients to control all their muscles of respiration, particularly 
lateral, thoracic and diaphragmatic breathing, and to keep their respiratory 
passages as free as possible from excessive secretions. 
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THE most striking advances have been in surgical treatment of congenital 
and acquired heart defects and these are set out elsewhere in this sym- 
posium (p. 435). Advances in medical treatment have been more in con- 
solidation of experience than in the exploration of new fields, although 
some of the latter will be mentioned. Well-tried remedies are too readily 
supplanted by new ones at the expense of confidence in judging the progress 
of treatment. Both in teaching and in postgraduate reading, concentration 
should be on more efficient use of drugs of known potency for the tasks 
in hand. More harm is probably done by inefficient use of a new drug than 
by failure to use it in place of an old friend which may be pharmacologically 
somewhat inferior. It is not for all to experiment much with new remedies 
but it is stimulating and proper for each doctor to have a limited trial 
always in hand. The pharmacology of new drugs is admittedly becoming 
more difficult to follow and one would wish for a companion volume to the 
‘National Formulary’ embodying basic pharmacological data and informa- 
tion such as can be found in the official pamphlet, ‘Prescribers Notes’. 
A conservative attitude in doctors does not detract from the excellent 
research which is going on both by individual firms and in hospital pharma- 
cological departments, but the emphasis in research must be on disease 
processes, rather than on symptoms. Symptomatic relief must not be 
allowed to mask basic pathological processes, prophylaxis of which should 
be our ultimate aim. 


HYPERTENSION 

That hypertension is sometimes reversible in unilateral renal disease, 
phzochromocytoma, Cushing’s syndrome and coarctation of the aorta, has 
been well shown by Rosenheim (1954). Pickering’s (1954) experience of 
successful unilateral nephrectomy in five of ten patients with apparently 
unilateral pyelonephritis is happier than is usual: choice of cases is difficult 
and a good result can be expected in perhaps one in five. Bilateral adrenalec- 
tomy has been studied by van’t Hoff (1957). Whereas symptoms are usually 
relieved, life is hardly prolonged. This formidable procedure, with conse- 
quent hazardous cortisone control, is scarcely justified now that hypo- 
tensive drugs are so readily used by mouth. 


SYMPATHECTOMY FOR HYPERTENSION 
White (1956) commented on the considerable value of sympathectomy in 
fifty patients with severe hypertension operated upon between 1941 and 
1946, as compared with fifty controls followed up for over ten years. It is 
October 1957. Vol. 179 (398) 
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not yet clear what are the relative merits of sympathectomy and hypo- 
tensive drugs in severe hypertension but in my experience there remains a 
definite place for sympathectomy in malignant hypertension without renal 
failure and in severe benign hypertension of some years’ standing in patients 
under fifty when there is a strong family history of hypertension or con- 
siderable left ventricular hypertrophy. The tedium of hypotensive therapy 
is avoided by sympathectomy. Visual deterioration from hypertensive 
changes is no longer an indication in itself for sympathectomy since the 
temporary use of hypotensive drugs achieves the same purpose. Gilchrist 
(1956) considered that for patients incapable of regulating their pento- 
linium routine, or if the response to the drug be poor, lumbodorsal sympa- 
thectomy is indicated, provided renal and cardiac functions are reasonably 
good. His article is a comprehensive survey of the treatment of hypertension. 
Perera (1956) thought results from sympathectomy were as good as those 
from hypotensive drugs. At the European Congress of Cardiology last year 
McMichael reported that sympathectomy was inferior to hypotensive drugs. 


HYPOTENSIVE DRUGS 

The Kempner rice diet and the ‘salt-free’ diet have been replaced almost 
entirely by hypotensive drugs. It is not yet known by what mechanism the 
‘salt-free’ diet lowered blood pressure. Reserpine was studied by Platt and 
Sears (1956) in severe hypertension. It had a significant and sometimes a 
profound hypotensive effect in at least 40 per cent. of 54 patients. Some 
did not respond at all and depression led to suicide in one case. Lactation 
occurred in three women. McGregor and Segal (1955) found evidence of 
fluid retention with Rauwolfia. If this is confirmed it is of some importance. 
The veratrum alkaloids have been largely replaced by reserpine and ganglio- 
plegic agents. Mecamylamine, 3-methylamino-iso-camphane hydrochloride, 
is fully absorbed by mouth. Its hypotensive effect is much like that of ‘ecolid’ 
and comparable with parenteral pentolinium. Freis and Wilson (1956) 
reported that up to go mg. a day, in divided doses, controlled the blood 
pressure in all of 36 hypertensive patients. Doyle et al. (1956) reported 
mecamylamine as the most convenient and reliable hypotensive agent so 
far available. Smirk and McQueen (1957) found that with oral mecamyl- 
amine the degree of control of the blood pressure was better than with 
pentolinium, provided a sufficient dose could be given without serious 
parasympathetic effects. Chlorisondamine chloride (‘ecolid’), in doses of up 
to 600 mg. daily by mouth usually gave good control of the blood pressure 
(Smirk and Hamilton, 1956). 

Abrahams and Wilson (1957) have shown that drug therapy, pentolinium 
and reserpine, or chlorisondamine chloride and reserpine, seem to prevent 
the malignant hypertensive termination in renal disease. Deterioration in 
renal function was not usually seen in type I nephritis when the blood urea 
was below 60 mg. per 100 ml., but at higher levels renal failure progressed. 
The hypertensive crises of pheochromocytoma may be relieved by phento- 
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lamine, 5 to 10 mg. intravenously. Fatal dissecting aneurysm during hexa- 
methonium and pentolinium therapy was reported by Beaven and Murphy 
(1956) in nine patients with hypertension (malignant in six). They postulated 
a causal relationship; possibly the fluctuation in blood pressure encouraged 
the development of dissecting aneurysm or the hypotensive agents had a 
specific biochemical effect upon the aorta. Whilst such accidents should not 
prevent the use of hypotensive drugs in malignant hypertension which is 
fatal without treatment, the alternative sympathectomy may be more appro- 
priate unless dissection is found in future to be a cause of death in these 
patients too. Attacks of cardiac asthma in hypertensive heart disease may 
be prevented or mitigated by hypotensive drugs (Smith and Fowler, 1955, 
who used hexamethonium), but digitalis remains of paramount value. 

The study of malignant hypertension suggests that acute phases may 
occur in benign hypertension. Treatment of such a phase by rest, physical 
and mental, with or without hypotensive drugs, may do much to reverse 
the trend. Evans (1957) has drawn attention to the common uneventful 
form of high blood pressure which he terms hypertonia, and in which there 
is no other sign such as retinal artery narrowing or left ventricular hyper- 
trophy to indicate arterial hypertension. He deprecates as unnecessary the 
use of hypotensive drugs in hypertonia and shows no enthusiasm for them 
in true arterial hypertension. Reduction in weight remains a useful adjuvant 
in the treatment of essential hypertension, the more so if failure threatens. 
A study of the effect of weight reduction on the pressure of obese hyper- 
tensive women (Fletcher, 1954) showed that when patients lost 14 Ib. 
(6 kg.) the blood pressure fell from 196/100 to 163/99 mm. Hg. 

It is clear that there is no rule of thumb for the treatment of high blood 
pressure. Heredity, age, sex, occupation, duration and degree of hyper- 
tension, temperament and environment, renal function and complications 
have all to be considered. Much wisdom is required to choose what, if any, 
action should be taken; treatment must not be worse than the disease but 
the agents at our disposal for judicious use are increasingly impressive. 

I plead for the retention of true papilleedema as an essential criterion for 
the diagnosis of malignant hypertension. It is of great practical importance 
to distinguish malignant from severe benign essential hypertension because 
the natural prognosis is so different. Without treatment, death within a year 
is the rule in malignant hypertension but it is not uncommon for patients 
with severe benign hypertension with comparable retinopathy, apart from 
papilleedema, to live five or even ten years, although many succumb in 
much the same way as in malignant hypertension. True papilledema is 
admittedly difficult to be sure of at times, and if spread of retinal edema 
on to the papilla, or adjacent ‘vasculitis’, makes assessment impossible, a 
lumbar puncture will settle most cases (except in terminal heart failure) by 
the finding of a cerebrospinal fluid pressure of 300 mm. or more in malignant 
cases, in contrast to about 200 mm. in the benign cases. Partial thrombosis 
of the central retinal vein and anemia are sometimes sources of difficulty 
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in deciding the presence or absence of true papilleedema. These observations 
are based upon patients seen prior to the introduction of sympathectomy 
and hypotensive drugs and they have a bearing on the interpretation of 
results of treatment, for I am sure that inclusion of severe benign cases in 
the malignant group has produced results which are too optimistic. 


CORONARY DISEASE 

Since the introduction of /-noradrenaline in the treatment of shock in 
cardiac infarction many lives have been saved (Smith and Guz, 1953). An 
intravenous drip of 4 ml. of 1:1000 noradrenaline in 1 litre of 5 per cent. 
dextrose is appropriate. Gorlin and Robin (1955) treated similar patients 
with small doses of intravenous digitalis preparations with good effect. 
Griffith et al. (1954) found that retrograde arterial infusion of plasma or 
blood into the radial artery, or a noradrenaline intravenous drip, controlled 
shock best in patients who represented 20 per cent. of admissions for myo- 
cardial infarction. Other methods were less often effective: e.g. intravenous 
isoprenaline and methoxamine. The latter, however, had the advantage of 
intramuscular administration. Master et al. (1955) listed the following as 
good agents for cardiogenic shock: noradrenaline, 4 mg. per litre; mephen- 
termine, 10 to 20 mg. intravenously or 15 to 35 mg. intramuscularly every 
30 to 45 minutes; phenylephrine, 1 mg. intravenously repeated every hour 
or two if necessary; methoxamine, 20 mg. intravenously or intramuscularly. 

Since the serum cholesterol tends to be higher in patients with coronary 
disease than in normal individuals, drugs which might lower the serum 
cholesterol have been sought for. Barber and Grant (1955) gave 8-sitosterol, 
g g. daily, to 26 patients with coronary disease and a serum cholesterol 
over 250 mg. per cent. There was only a suggestive fall in serum cholesterol 
with that dosage but there was a rapid and consistent fall when the dose 
was increased to 18 g. daily. Leonard (1956) found that, although a fall in 
serum cholesterol level could be obtained with sitosterol (18 g. daily), it 
was relatively small and of doubtful value. This observation was made on 
hereditary hypercholesterolemic xanthomatosis. Unfortunately, serum 
cholesterol is not an accurate guide to cholesterol metabolism and there is 
as yet no enthusiasm for sitosterol. Paterson et al. (1956) found no signi- 
ficant correlation between any of the serum lipids found during life, and 
coronary atherosclerosis at eventual necropsy. Keys et al. (1957) found no 
correlation between visible lipzmia after ingestion of different fats, and the 
coagulation time. They found that a fat meal tends to change the blood 
of all individuals in the same direction, enhancing coagulation time, but 
the degree is an individual characteristic. Maclagan and Billimoria (1956) 
showed that milk products such as butter have a much higher clotting 
activity than, for example, margarine. When 2 ounces (57 g.) of butter were 
ingested by seven volunteers the coagulation (stypven and calcium) times 
were shortened for at least four hours. Malmros and Wigand (1957) found 
that the serum cholesterol was effectively depressed by diets containing 
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150 g. of fats with high polyunsaturated fatty acids, such as corn oil. 
Coconut fat had the opposite effect. After a most intensive study of the 
influence of dietary fats on serum lipid levels in man, Ahrens et al. (1957) 
concluded that ‘until it is possible to assess the progress of the atheromatous 
process during life, it will be exceedingly difficult to determine whether a 
therapeutic measure is effective. . . . Recommendations for radical changes 
in food habits, even by those populations most seriously threatened by 
atherosclerosis, should await a clearer definition of the specific food factors 
which control serum lipid levels’. (Estrogens may partly protect men with 
coronary disease but the side-effects seldom warrant their use. 

The armchair treatment of coronary thrombosis, first advocated by 
Levine, has gained in popularity in the United States (Mitchell et al., 
1954), but it has met with lukewarm acceptance in this country, except in 
old people. Patients sit in an armchair as early as the second day but they 
are not allowed to walk earlier than in the orthodox treatment in bed. 
Wilson and Ward (1954) treated 30 consecutive patients in this manner, 
of whom three died. 

Long-acting coronary dilators such as peritrate (pentaerythritol tetra- 
nitrate) are disappointing (Cole et al., 1957). It is my view that they tend 
to detract from the efficient use of trinitrin which they by no means replace. 
It may be said that no harm ever comes from the use of trinitrin, whilst 
infarction may often be prevented or limited by its prompt use, Intractable 
angina of effort which requires over a dozen tablets of trinitrin a day may 
be reduced by radioactive iodine (I'*!). There is a latent period of some 
three months before the hypothyroid effect is obtained. Carbimazole may 
be used instead of I'*!, or while awaiting its effect. In practice it is uncom- 
mon to have to use either remedy. 

Prevention of coronary disease is much in the public eye at present. 
Certainly this is an important field which must be pursued with the utmost 
urgency but the experience of the last decade indicates caution in accepting 
evidence which is only suggestive of causation, lest too many may feel that 
hard work is to be avoided, and the dining table lose its attraction. Could 
we but remove some of the many frustrations that beset the modern mode 
of life, coronary disease would go on but fewer would succumb to it. 


ANTICOAGULANTS 

I agree with Master’s (Master et al., 1955) indications for anticoagulant 
therapy in coronary occlusion: 

(1) When congestive failure or shock is present. 

(2) If there is a history or evidence of peripheral phlebitis. 

(3) Following pulmonary embolus or infarction. 

(4) Following peripheral embolus. 

(5) In obese or debilitated patients whose movements are restricted or 
who may require prolonged bed rest. 

I would add heart block and a previous recent myocardial infarction. 








ADVANCES IN CARDIOLOGY 403 


I exclude patients in whom shock has not occurred, and who are recovering 
well when seen and especially if already ambulant; patients whose electro- 
cardiograms suggest spasm rather than thrombosis; patients with hemor- 
rhagic diathesis however slight, and this includes many old people; patients 
with peptic ulcers. On these criteria not more than one in three patients 
will need anticoagulants. The literature has shown considerable fluctuation 
in zeal for anticoagulants and fewer physicians now advocate them in all 
cases. Even Gilchrist and Tulloch (1956), who had felt strongly that all 
degrees of myocardial infarction should receive anticoagulants, now seem 
less insistent on their use in good-risk cases but re-emphasize that accurate 
determination of the risk in the earliest stages of the illness, when the need 
for anticoagulants is greatest, presents considerable difficulty. Honey and 
Truelove (1957) also stress that anticoagulants in myocardial infarction 
have their main value in preventing pulmonary embolism, a complication 
which was fatal in 6 per cent. of patients who had survived the first forty- 
eight hours. With anticoagulants only 1 per cent. died of that complication. 
Russek and Zohman (1957) recommend anticoagulants only in poor-risk 
patients. Whereas anticoagulants are contraindicated when dissection of the 
aorta is clearly present, not infrequently there is considerable doubt about 
the differential diagnosis from myocardial infarction. Yet these doubtful 
cases are just those who should have anticoagulants if they prove not to be 
dissections, for shock is almost invariably present and thrombo-embolic 
episodes are very likely indeed. When in doubt it is probably best to treat 
the condition as a severe myocardial infarction and to give anticoagulants. 
Even if dissection becomes apparent it is doubtful whether anticoagulants 
will have done harm, for the scene is set around the dissection for massive 
thrombosis. 

Manson and Fullerton (1956), comparing groups of patients with 
cardiac infarction receiving ethyl biscoumacetate, intramuscular heparin 
12,500 units twice daily for three weeks, or no anticoagulant treatment, 
found that the first series showed a significantly lower mortality than the 
other groups. This observation is important since there is fairly widespread 
use of intramuscular heparin in home treatment and it is probably not worth 
the trouble and expense. 

Long-term anticoagulant treatment in chronic cardiac disease and 
thrombophlebitis is not wholly effectual. Tulloch and Wright (1954) found 
that among 227 outpatients there was a recurrence of 40 thrombo-embolic 
episodes in 26 patients. Marks et al. (1954) studied 1,135 cases of peripheral 
venous thrombosis, 307 of whom were treated in their homes. Three 
patients died of pulmonary embolism while on anticoagulants. They used 
ethyl biscoumacetate or phenindione, and heparin. During the observation 
period of five years, 54 patients died of sudden unheralded pulmonary 
embclism before anticoagulants could be given. This is a most interesting 
study. Engleberg et al. (1956) gave intermittent heparin, 200 mg. subcu- 
taneously twice weekly for two years, to 105 patients with known myocardial 
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infarction. Compared with 100 controls who received saline placebos there 
were four deaths and five non-fatal recurrences of infarction, against 21 
deaths and 18 recurrences in the controls. These results suggest retardation 
of atherosclerosis in patients with coronary thrombosis. Therapeutic levels 
were not maintained and clotting times were unnecessary. 

A new oral anticoagulant, nitrophenyl-acetyl-ethyl-4-oxy-coumarin (‘sin- 
trom’ or ‘sinthrome’) more nearly approaches ideal requirements than its 
predecessors, ethyl biscoumacetate and phenindione, as reported by Neill 
et al. (1957), but the latter are well tried and still reliable in experienced 
hands. It is important to remember that vitamin K may be deficient in 
heart failure and in patients receiving antibiotics by mouth, thereby in- 
creasing prothrombin time. 

HEART FAILURE 

Acetazolamide inhibits carbonic anhydrase and promotes excretion of bicar- 
bonate but when plasma bicarbonate falls, diuresis ceases and a state of 
hyperchloremic acidosis ensues. It is therefore not suitable for continued 
use but it may be useful along with mercurial diuretics which induce a 
hypochloremic alkalosis. Ammonium chloride also corrects the latter. Both 
acetazolamide and mercurial diuretics may cause potassium deficiency 
which enhances digitalis effects. These pharmacological considerations are 
fully discussed by Black et al. (1956). The biochemical effects are not of 
great practical importance except when the desired results from mercurial 
diuretics are not being obtained. The risk of overdosing with potassium 
chloride is probably greater than the risk of potassium deficiency. An oral 
diuretic, aminometradine, which is non-mercurial and a derivative of 
pyrimidinedione, is of value, in doses of 0.8 to 1.2 g. for three days each 
week (Wainfeld et al., 1957). It is a gastric irritant and should be taken 
with meals. 

Congestive heart failure in the elderly has been studied by Bedford and 
Caird (1956). Of 146 patients over 65 with failure who died, 33 per cent. 
had terminal broncho-pneumonia and 14 per cent. had pulmonary emboli. 
The timely use of antibiotics is therefore stressed, and the question of anti- 
coagulants being given over a period warrants consideration despite the 
risks involved. Chlorpromazine, 50 mg. intramuscularly, is most valuable 
as a temporary measure in suppressing vomiting from heart failure, but, of 
course, it is the treatment of heart failure itself that should dominate. The 
treatment of acute cor pulmonale from massive pulmonary embolism by a 
noradrenaline drip was reported by de Swiet (1955). It is a promising line 
of treatment for those patients whose blood pressure remains very low 
after a near fatal embolus. Infants with congestive heart failure tolerate 
digitalis in relatively high doses. Kempton and Glynn (1955) found that 
up to 0.25 mg. of digoxin a day can be given to babes of six months or 
younger. A high carbohydrate intake, particularly intravenously, may pre- 
cipitate arrhythmias in patients taking digitalis (Page, 1955), possibly by 


lowering serum potassium. 
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ARRHYTHMIAS 
Treatment of Adams-Stokes attacks with prolonged ventricular standstill, 
using an external stimulator, has shown promise (Zoll et al., 1954; Leatham 
et al., 1956). The former treated 14 patients, 10 of whom died. In complete 
atrio-ventricular heart block and cardiac arrest during Adams-Stokes 
seizures, Bellet et al. (1955) found that molar sodium lactate, 120 to 150 ml. 
intravenously in ten to fifteen minutes, followed by go ml. orally every four 
hours, controlled the seizures. In a later report (1957) the same authors 
warned that the presence of extrasystoles contraindicated sodium lactate, 
except in special circumstances with constant electrocardiographic control. 
In the patient reported by Swash and Wallace (1956), M2 sodium lactate 
abolished Adams-Stokes attacks without any alteration in the idio-ven- 
tricular rate. The mechanism of action is unknown. Isoprenaline is useful 
in ventricular standstill associated with ventricular tachycardia or fibrilla- 
tion. Prinzmetal and Kennamer (1954) found isopropylarterenol and 
hydroxyamphetamine to be useful in complete heart block with syncope; 
but ephedrine is effective in most cases and better known. Isoprenaline 
dissolved in the mouth acts quickly and is very useful in addition to 
ephedrine for outpatient use. 

Quinidine dosage for reversion of auricular fibrillation or other arrhyth- 
mias can sometimes be difficult. To aid this, Archer et al. (1955) estimated 
serum and urinary quinidine levels by photofluorimetry. With routine doses, 
serum levels in the therapeutic range (0.4 to 1 mg./100 ml.) were attained. 
The Tanret test on the urine was used as a guide to regulation of dosage, 
although the interpretation of this test must take into consideration urine 
volume and variable quii:idine excretion. Sokolow and Ball (1956) found 
that the average concentration of quinidine in the serum required to restore 
normal rhythm was 6.1 mg. per ml. (0.61 mg. per 100 ml.), using an average 
daily dose of 2.2 g. a day. 

Potassium is occasionally useful in patients who need digitalis but who 
are prone to r imerous extrasystoles or other arrhythmias. Very careful bio- 
chemical control is necessary under hospital care. Procainamide has been 
found effective at times in auricular and nodal tachycardia as well as in 
ventricular tachycardia for which it is better known. It is rarely required 
for extrasystoles, whether idiopathic or after myocardial infarction. 


RHEUMATIC FEVER 
The use of oral penicillin, phenoxymethylpenicillin (penicillin V), 120 mg. 
twice daily, for the prevention of relapses of rheumatic fever is gaining in 
popularity and has superseded the sulphonamides. Prophylactic treatment 
is continued for five years or to school-leaving age, whichever is the longer. 
Fortunately, group A beta-hemolytic streptococcus remains sensitive to 
penicillin. It is always worth while eliminating an infection by this organism 
by, for example, benzathine penicillin, 1,200,000 units in one injection 
intramuscularly. A further report (1957) by the rheumatic fever committee 
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of the Royal College of Physicians of London gives valuable advice on these 
matters. A critical study of the effect of salicylates in rheumatic fever by 
Illingworth et al. (1954) clearly demonstrates their value. For a fulminating 
acute carditis, cortisone or corticotrophin may be life-saving. 


BACTERIAL ENDOCARDITIS 
Staphylococcal endocarditis was treated by Fisher et al. (1955) with 8 to 24 
mega units of penicillin a day, together with erythromycin for up to seven 
weeks. About 50 per cent. of cases should now recover. In order to pro- 
mote early treatment on which a favourable prognosis depends, attention 
has been drawn to murmurless bacterial endocarditis (MacGregor, 1956). 


SYPHILITIC AORTITIS 
Leonard and Smith (1957) studied the results of treatment in 374 patients 
with syphilitic aortic incompetence, over a period of thirty years. They 
concluded that, on the information presented, patients should receive at 
least one full course of either arsenic or bismuth and a full course of 
penicillin. 





PERIPHERAL VASCULAR DISEASE 

In the treatment of peripheral arterial embolism, Richards (1954) thought 
that if patients with a lower-limb embolism were seen within eight hours, 
medical treatment, i.e. limb in slightly upward position, morphine and 
heparin, was indicated; if the patient was no better in two or three hours 
embolectomy should be performed. Embolectomy was not indicated in the 
upper limbs because of the good prognosis with medical treatment. Rob 
(1956) reviewed the place of direct surgery in the treatment of obliterative 
arterial disease. The results were best in patients with occlusion of the 
aorta and iliac arteries and they were most gratifying in patients with gan- 
grene of the toes and feet. Good results also followed the reconstruction of 
the femoro-popliteal artery in patients with intermittent claudication but 
here selection was particularly important. 

‘Dibefyline’ (Boyd, 1956) gave good results in 12 of 17 mild cases of 
distal senile obliterative arteritis, and in 6 of 13 moderate cases. The dose 
was 10 mg. rising to 60 mg. daily. Tolazoline, however, remains the standard 
vasodilator for peripheral obliterative vascular disease: 25 to 50 mg. thrice 
daily. If the hypotensive effect is undesirable, nicotinyl alcohol tartrate may 
be tried. Both drugs are also useful in Raynaud's disease of mild or moderate 
degree but severe Raynaud’s disease is still intractable. 
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Tus survey is limited by reasons of space to a few selected topics in the 

rapidly expanding field of endocrinology. The preparation of purified trophic 

hormones of the pituitary has progressed rapidly in recent years, leading in 
some cases to the synthesis of these hormones. The interrelationship between 
the nervous system and the endocrine system has likewise been the object of 
intensive study. Our interest in the adrenal cortex, in the hormonal control 
of carbohydrate metabolism and in pheochromocytomas has led to the in- 
clusion of these topics, possibly to the exclusion of others of greater sig- 
nificance. 

PITUITARY HORMONES 

Adrenocorticotrophic hormone (corticotrophin) is a peptide chain of 39 amino- 

acids. Methods of measuring circulating corticotrophin are at present not 

sensitive enough to detect the hormone in the peripheral blood of normal 
subjects. In patients with Addison’s disease a mean level of 8 milliunits per 

100 ml. of plasma has been reported; this is reduced to non-measurable 

levels by the intravenous administration of hydrocortisone (Bethune et al., 

1957). 

Corticotrophin release by the pituitary is controlled by the hypothalamus 
by a mechanism which is probably humoral. 

An extract of posterior hypothalamus has been reported to cause release of cor- 
ticotrophin in animals which, because of a hypothalamic lesion, could not respond to 
agents normally producing corticotrophin release (Slusher and Roberts, 1954). 
Venous blood from the hypophyseal portal system will provoke an adrenocortical 
response in rats with an intact pituitary but not in the hypophysectomized animal 
(Porter and Rumsfeld, 1956). Lesions in the floor of the third ventricle in dogs, cats, 
and rats abolish corticotrophin release following stress. The level of circulating 
hydrocortisone is one of the factors modifying hypothalamic control. Morphine 
blocks the release of corticotrophin in response to histamine (Munson and Briggs, 
1955); chlorpromazine and reserpine are reported to cause a partial block. 

Growth hormone (GH; STH) is a protein of high molecular weight con- 
taining 416 amino-acid residues. Unlike the other trophic hormones of the 
pituitary, growth hormone is species specific, in that growth in primates 
cannot be induced by growth hormone from lower animals. Recently, how- 
ever, monkey growth hormone (a by-product of the poliomyelitis vaccine 
programme) has been shown to be metabolically active in monkeys (Knobil 
et al., 1956) as is human growth hormone in man. The administration of 
human growth hormone (from necropsy material) to a 13-year-old patient 
with panhypopituitarism resulted in positive balances of nitrogen, phos- 
phorus, calcium, potassium and sodium, as well as impairment of glucose 
tolerance (Beck et al., 1957). Similar results are reported when human 
October 1957. Vol. 179 (408) 
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growth hormone was given to two women hypophysectomized for breast 
cancer (Pearson et al., 1957), but not when given to a non-hypophysec- 
tomized male. 

Melanophore-stimulating hormone (MSH) is a peptide chain consisting of 
18 amino-acids. An identical sequence of seven amino-acids occurs in the 
molecules of corticotrophin and MSH; this may account for the melanocyte- 
stimulating activity of the former, since even the purest preparation of this 
hormone has MSH-like activity equivalent to 1 per cent. of its weight. The 
MSH activity of blood and urine can be assayed quantitatively by its effect 
on the darkening of frog’s skin (Shizume and Lerner, 1954). Elevated 
values are found in pregnancy and Addison’s disease. In these conditions 
the values can be returned to normal by the administration of cortisone and 
its analogues; substances which suppress corticotrophin release also sup- 
press MSH release. The clinical counterpart of this observation is the 
lightening of the skin of most patients with Addison’s disease when treated 
with cortisone. Adrenaline, noradrenaline and serotonin prevent the action 
of MSH on melanocytes; pineal extract is reported to do likewise (Lerner 
and Takahashi, 1956). 

Oxytocin and vasopressin (antidiuretic hormone).--The structures of 
oxytocin and vasopressin have been established by du Vigneaud and his 
collaborators. Both are composed of a 6-membered amino-acid ring and a 3- 
membered amino-acid side chain. Oxytocin was synthesized in 1953 (du 
Vigneaud et al.), the first polypeptide hormone to be synthesized, and vaso - 
pressin was synthesized shortly afterwards. Vasopressin (ADH) has appre- 
ciable uterine-stimulating and milk-ejecting properties in addition to its 
potent antidiuretic and pressor activity. Oxytocin has equal oxytocic and 
milk-ejecting properties but very little antidiuretic or pressor activity. 

Recent observations on experimental diabetes insipidus in animals and on 
diabetes insipidus following human hypophysectomy (for cancer or diabetes) 
have led to modifications in the classical view of the secretion of anti- 
diuretic hormone. The diabetes insipidus which follows removal or destruc- 
tion of the posterior lobe of the pituitary alone is only transient. To produce 
permanent diabetes insipidus the lesion must involve the hypothalamico- 
hypophyseal tracts or the supra-optic or paraventricular nuclei of the hypo- 
thalamus. 

It is now believed that ADH is secreted in the nerve cells of these hypothalamic 
nuclei and passes down the pituitary stalk to the posterior lobe of the pituitary 
which serves as a storage organ (Scharrer and Scharrer, 1954). Its liberation from 
the posterior pituitary is controlled by hypothalamic nuclei; it can also be liberated 
direct from the hypothalamus. The hypothalamus and posterior pituitary gland thus 
serve as a unit, damage to any part of which may result in polyuria, but only damage 
to the secretory part results in permanent diabetes insipidus. 

The problem of the neural control of the pituitary gland is discussed in 
Harris’s monograph (1955). The interrelationship of pituitary gland and 
adrenal cortex has been discussed in several articles: e.g. Long (1956); 
Gaunt et al. (1956). 
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ADDISON’S DISEASE 

Diagnosis.—Methods for the estimation of urinary 17-hydroxycorticos- 
teroids (Reddy, 1954) and 17-ketosteroids (Drekter, 1952) suitable for use 
in routine laboratories have simplified the laboratory confirmation of the 
diagnosis of Addison’s disease. A low control excretion of 17-hydroxycorti- 
costeroids (less than 2 mg./day) and an absence of response of both 17- 
hydroxycorticosteroids and 17-ketosteroids to corticotrophin are sufficient to 
substantiate the clinical diagnosis. The intravenous administration of 25 mg. 
of lyophilized corticotrophin in saline over eight hours is a satisfactory 
routine procedure which overcomes the vagaries of absorption of the intra- 
muscular preparation. During the administration of corticotrophin the 
patient should be protected by the daily administration of 1 mg. of fludro- 
cortisone or 5 mg. of prednisone by mouth (Laidlaw et al., 1955). ‘The 
syndrome of ‘partial adrenocortical insufficiency’ has recently become recog- 
nized (Perkoff et al., 1954). 

Treatment.— Almost all patients are well maintained on a dose of cortisone 
ranging from 12.5 to 37.5 mg. daily by mouth. A small proportion of patients 
feel better on hydrocortisone rather than cortisone, in doses ranging from 
10 to 30 mg. per day. Most patients have greater well-being when given a 
sodium-retaining hormone in addition to cortisone. The long-acting tri- 
methylacetate ester of deoxycorticosterone may be given intramuscularly in 
doses of 25 to 75 mg. every four weeks. It may be more convenient to give 
fludrocortisone tablets by mouth in a single daily dose of 0.1 to 0.2 mg. 
During hot weather additional salt (or sodium chloride tablets) should be 
given by mouth to replace that lost in perspiration. Hydrocortisone hemisuc- 
cinate (which can be given intravenously) is a convenient way of administer- 
ing steroid in an Addisonian crisis. 

In cases with a raised blood urea or serum potassium it is essential to 
include a sodium-retaining hormone in the maintenance therapy. 


CUSHING’S SYNDROME 

The spectrum of abnormalities resulting from adrenal hyperfunction ranges 
from classical Cushing’s syndrome associated with an excessive production 
of 17-hydroxycorticosteroids and normal 17-ketosteroids, to the adreno- 
genital syndrome associated with excessive production of 17-ketosteroids 
and normal 17-hydroxycorticosteroids. The clinical diagnosis of Cushing’s 
syndrome is confirmed in the laboratory by the response to corticotrophin 
stimulation (Laidlaw et al., 1955). The assertion that Cushing’s syndrome 
due to adrenal hyperplasia could be differentiated from that due to adreno- 
cortical adenoma on the basis of the differential response to corticotrophin 
(Laidlaw et a/., 1955) has not been borne out in subsequent experience. The 
cortisone suppression test (Jailer et al., 1954) is likewise of limited value in 
diagnosis. 

Treatment consists in surgical removal of the adenoma, or bilateral 
adrenalectomy in the case of hyperplasia. Both patient and physician should 
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be aware that the return to normal is a slow process which may take months 
or even years. 


CONGENITAL ADRENOCORTICAL HYPERPLASIA 
Considerable headway has been made in our understanding of the basic 
lesion in this syndrome. The presence of a block in the synthesis of hydro- 
cortisone by the adrenal gland has been demonstrated, resulting from an 
inability to convert 17%-hydroxyprogesterone to hydrocortisone due to 
defective 21-hydroxylation (Jailer, 1953). The accumulated 17«-hydroxy- 
progesterone is in part reduced to pregnanetriol, large quantities of which 
appear in the urine, affording a means of diagnosis, and in part presumably 
to androgenic 17-ketosteroids, accounting for the virilization characteristic 
of the syndrome. This hypothesis of an error of metabolism is supported 
by the finding of low 17-hydroxycorticosteroid levels in blood and urine, 
of high levels of corticotrophin in the blood and by the poor (or absent) 17- 
hydroxycorticosteroid response to stimulation by corticotrophin. The low 
circulating 17-hydroxycorticosteroid level stimulates corticotrophin pro- 
duction; this results in adrenal stimulation and formation of more androgen. 
The administration of cortisone or of prednisone results in pituitary sup- 
pression and also makes good the deficiency of 17-hydroxycorticosteroid and 
offers an effective method of treatment (Wilkins, 1952). 

Variants of this metabolic defect have been described. In one, the block 
appears to be a stage further along, namely, in the conversion of 172- 
hydroxy-11-deoxycorticosterone (compound S) to hydrocortisone, due to a 
lack of 118-hydroxylase (Bongiovanni and Eberlein, 1955). In this case the 
syndrome was associated with hypertension, presumably due to the sodium- 
retaining activity of compound S. 


ADRENOGENITAL SYNDROME (ADRENAL VIRILISM) 
Abnormal virilization occurring at an older age in a previously normal indi- 
vidual may be due to a disturbance of either adrenocortical or gonadal 
secretion. If such individuals show a brisk 17-ketosteroid response to cortico- 
trophin stimulation and a prompt suppression of 17-ketosteroid secretion 
when given fludrocortisone (in doses of 10 mg./day) they may be assumed to 
have adrenal hyperplasia and are treated by prolonged suppression therapy 
with fludrocortisone, 1 to 3 mg./day. The danger of producing iatrogenic 
Cushing’s syndrome must be realized when this therapy is undertaken. 
Although menstrual periods usually return and acne decreases with sup- 
pression therapy, hirsutism (often the chief complaint) rarely shows any 
striking improvement. A high control 17-ketosteroid excretion with absence 
of a response to corticotrophin and to suppression suggests an adrenocortical 
or ovarian tumour; exploration first of the ovaries and then, if the ovaries are 
normal, of the adrenals is indicated (Thorn et al., 1956). 


ALDOSTERONE 
Aldosterone, the potent electrolyte-regulating hormone of the adrenal cortex, 
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was discovered five years ago. Its structure has since been elucidated and it 
has been synthesized. There is evidence that it is secreted in the zona 
glomerulosa of the adrenal cortex. The concentration of aldosterone in 
blood is too low for its detection as a practical procedure. The amount found 
in a 24-hour urine (after acid hydrolysis) ranges from 1 to 10 micrograms. 
Methods capable of detecting these minute amounts have been devised but 
are necessarily cumbersome and only suitable at present for research labora- 
tories. 

The control of aldosterone secretion has not yet been fully elucidated 
(Thorn et al., 1957). Although the amount of aldosterone excreted in the 
urine shows a diurnal rhythm, as do the other steroid secretions of the 
adrenal gland, the major controlling factor of aldosterone secretion is not 
the adrenocorticotrophic hormone of the pituitary gland. The regulation of 
aldosterone secretion is more closely connected with electrolyte and water 
metabolism and its level of secretion appears to respond to changes in blood 
volume, suggesting the existence of a volume receptor for aldosterone regu- 
lation. The site of this hypothetical receptor is probably in the midbrain, 
perhaps in the hypothalamus (Rauschkolb and Farrell, 1956). The means 
whereby this receptor influences the adrenal cortex are not known. 

Aldosterone is, of course, absent in the urine of patients with Addison’s 
disease; on the other hand, normal or near normal quantities are found in 
the urine of patients with hypopituitarism. Increased levels of aldosterone 
excretion are found in various disease states associated with an expanded 
extracellular volume (cedema, ascites) as in congestive heart failure, cirrhosis, 
and nephrosis (‘secondary hyperaldosteronism’). Here again the mechanism 
responsible for the increased aldosterone excretion is not known. Evidence 
obtained by the use of an inhibitor of adrenocortical secretion, amphenone, 
suggests that the sodium retention which accompanies these conditions is 
not the result of increased aldosterone secretion. Elevated values are also 
found in pregnancy, with a return to normal after delivery. 

A clinical syndrome attributed to excessive secretion of aldosterone has 
been described (‘Conn’s syndrome’ [Conn, 1955]), which is associated with 
an adenoma, carcinoma, or hyperplasia of the adrenal cortex. This syndrome 
is characterized by episodes of weakness and paralysis, by tetany with a 
normal blood calcium, hypertension, polyuria, absence of edema, hypo- 
kalemia and a metabolic alkalosis. Removal of the tumour (or bilateral 
adrenalectomy in the case of hyperplasia) is curative, hence the importance 
of thinking of this condition in cases of periodic weakness, tetany or hypo- 
kalamia. In most cases greatly excessive quantities of aldosterone are found 
in the urine, but proven cases with a normal level of aldosterone excretion 
have been recorded (Chalmers et al., 1956). 


THE NON-SPECIFIC USE OF STEROIDS 
The intense anti-inflammatory effect of cortisone and its analogues has led 
to their use in many systemic diseases. Before using such potentially 
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dangerous substances the physician must give careful consideration to the 
natural history of the disease he is proposing to treat and to the side-effects 
of the steroid he is proposing to use. In some cases the disease, although 
disabling, is not life-threatening and can be equally well treated by much 
more innocuous drugs, as has been shown in the Medical Research Council 
Report comparing the use of cortisone and aspirin in rheumatoid arthritis. 
In other cases the inevitably fatal outcome of the disease justifies the use of 
these substances in high dosage in an attempt to procure a remission as, for 
example, in disseminated lupus erythematosus or the hemolytic anzmias. 

Between these two extremes are many conditions in which the administra- 
tion of adrenocortical steroids accelerates recovery. In such cases contra- 
indications to the use of large doses of cortisone or of its derivatives must 
be considered before these substances are used. Steroid therapy should be 
avoided in patients with a history of peptic ulceration, in patients with 
diabetes mellitus, with tuberculosis or other infections, with osteoporosis or 
with psychological disturbance. In some cases the administration of steroids 
for a short period of time will resolve a medical emergency, such as status 
asthmaticus, whereas its prolonged administration for the same disease in 
chronic form would be unjustified. 

Prednisone and prednisolone are potent steroids which were introduced 
as derivatives of cortisone and hydrocortisone ‘with fewer undesirable side- 
effects’, namely, less tendency to cause salt retention and subsequent cedema 
and hypertension. This very absence of readily recognizable side-effects has 
itself proved a danger in their use, since the tendency is to use them in 
dosages higher than their equivalence in cortisone and to forget their 
potent glucocorticoid and catabolic activities which can quickly result in 
serious complications: decreased glucose tolerance which may lead to frank 
diabetes mellitus, osteoporosis, gastric ulceration, psychological disturbance 
and pituitary suppression resulting in atrophy of the adrenal cortex. Pharma- 
ceutical research is very active in making and testing synthetic steroids in 
the quest for compounds with high anti-inflammatory but low catabolic 
activity. Until a compound with such an ideal therapeutic ratio is found, 
great care must be exercised in the administration of these substances and, 
in general, the initiation of therapy with high doses of steroid should 
necessitate the admission of the patient to hospital. Subsequent home care 
includes a weekly check on weight, monthly tests of the urine for sugar, 
monthly blood-pressure readings and examination of a stool for occult 
blood, and six-monthly x-rays of the spine for evidence of osteoporosis. 

These compounds have an anti-inflammatory activity four to five times 
that of cortisone or hydrocortisone. What is often overlooked is that their 
glucocorticoid and anabolic activities, and hence their ability to produce 
dangerous side-effects, are proportionately increased. There is no appreciable 
difference in activity between prednisone and prednisolone: 10 mg. of pred- 
nisone or prednisolone have a glucocorticoid activity equivalent to 50 mg. 
of cortisone. At this dose level few side-effects may be anticipated and such 
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a dose can be tolerated by most patients for years. Above this dose, side- 
effects must be expected and exposure of the patient to therapy which may 
be a greater danger to life than his original disease involves a decision on the 
part of the physician which can only be made when all aspects of the case 
are carefully reviewed. 

With these general considerations in mind, the administration of steroid 
with appropriate adjuvant therapy has been reported to result in substantial 
clinical improvement and to be justifiable in the following conditions. 

‘Collagen diseases’—disseminated lupus erythematosus, polyarteritis 
nodosa, dermatomyositis, scleroderma. 

‘Allergic’ conditions—status asthmaticus, acute drug sensitivities, serum 
sickness. 

Blood diseases—hzxmolytic anemias, idiopathic thrombocytopenic pur- 
pura, agranulocytosis, acute leukemia. 

Intestinal diseases—ulcerative colitis, regional enteritis, sprue. 

Lung diseases—sarcoidosis, Loeffler’s syndrome, pulmonary granuloma- 
tosis. 

Skin diseases—pemphigus, atopic dermatitis, exfoliative dermatitis, con- 
tact dermatitis. 

Selected cases of—acute rheumatic fever, the high output failure of 
Paget’s disease, the nephrotic syndrome, toxic encephalitis, acute polyneuri- 
tis, inflammatory eye diseases, hepatitis, Hunner’s ulcer of the bladder, 
post-irradiation fibrosis, Still’s disease, ankylosing spondylitis, acute gout, 
rheumatoid arthritis, hypercalcemia associated with sarcoidosis, secondary 
metastatic disease of bone and idiopathic hypercalcemia of infants, temporal 
arteritis, mumps orchitis. 

A discussion of the indications for steroid therapy in individual diseases 
was given in The Practitioner of November, 1955. 


THE ADRENAL MEDULLA 
The development of chemical methods of estimation of catecholamines 
(adrenaline and noradrenaline), although not free from criticism, has en- 
abled investigation of the role of these hormones in man. The adrenaline 
which is excreted in the urine (less than 10 micrograms a day) is derived 
from the adrenal medulla; the noradrenaline in the urine (up to 100 mcg. 
day) is derived from the end-organs of the sympathetic nervous system. The 
adrenal medulla, however, does secrete noradrenaline in addition to adrena- 
line. The production of adrenaline by the adrenal medulla is stimulated by 
insulin hypoglycemia, hypotension due to hemorrhage, muscular work, 
electro-shock therapy, asphyxia, stimulation of afferent sympathetic fibres 
and myocardial infarction. 

Pheochromocytoma.—Phzochromocytomas are tumours of chromaffin 
cells of the sympathetic nervous system which secrete (either continually or 
paroxysmally) excessive amounts of catecholamines. This curable disease is 
being more frequently recognized, partly because of greater awareness of 
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the syndrome produced by the circulating catecholamines and partly because 
of the development of improved methods for the estimation of these sutb- 
stances in blood and urine; these have enabled simple screening tests to be 
devised by which this diagnosis can be eliminated in patients with hyper- 
tension or diabetes mellitus (Moulton and Willoughby, 1955). The produc- 
tion of this syndrome by bilateral hyperplasia of the adrenal medulla has 
lately been recognized (Drukker et al., 1957). 

The use of histamine as a diagnostic test in cases with paroxysmal hyper- 
tension, and of phentolamine in cases of sustained hypertension has ad- 
vanced the accuracy of diagnosis of this disease, whilst the employment of 
phentolamine and noradrenaline to control fluctuations of blood pressure 
during the operative removal of the tumour has converted to a safe pro- 
cedure an operation which was formerly almost prohibitively hazardous 
(von Euler and Strom, 1957). 

Patients with hypertension due to a pheochromocytoma have a potentially 
excellent prognosis if the tumour is removed. The diagnosis should therefore 
be considered and advantage taken of the newer procedures to confirm or 
exclude it, in all cases of severe hypertension, particularly in young persons. 


THE SEXING OF NUCLEI AND ITS APPLICATION TO 

ENDOCRINOLOGICAL PROBLEMS 
In 1949, Barr and his colleagues (1950) introduced a practical method of 
determining sex by a study of the microscopic appearance of nuclei, a 
chance observation which has had great practical application in endocrin- 
ology, particularly in cases of sexual malformation, The sexual differentiation 
of the nucleus, in fact, precedes that of the gonads (Graham, 1954). The 
technique is simple and merely consists of the examination, by a practised 
observer, of the stained nuclei of skin, or of scrapings from the buccal 
mucosa or vaginal epithelium or of mature neutrophil leucocytes. The sex 
of a foetus can thus be determined before birth by examination of cells from 
its amniotic fluid (Dewhurst, 1956). 

In the syndrome of gonadal agenesis (‘ovarian’ agenesis; Turner’s syn- 
drome) the patient possesses a vagina and uterus but is never fertile, never 
shows breast development, and often has other congenital anomalies. 
Examination of the chromatin sex pattern from these apparent females 
shows that the majority have male-type nuclei, the ratio of males to females 
being about 4 : 1 (Nelson, 1956). Clinically, the two sexes are indistinguish- 
able. 

Klinefelter’s syndrome is characterized by testicular atrophy due to 
hyalinization of the tubules accompanied by aspermatogenesis and varying 
degrees of gynecomastia. Examination of the chromatin sex pattern in these 
apparent males shows that they have female-type nuclei (Bunge and 
Bradbury, 1956). 

The information provided by this technique answers some problems of 
developmental endocrinology but raises several more. Removal of the primi- 
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tive gonad in the rabbit embryo of either sex before a critical period of 
development results in preservation of structures of Mullerian duct origin 
and suppression of male structures (Jost, 1953). A calamity of this nature 
early in human feetal development would account for the apparent femininity 
of patients with gonadal agenesis, irrespective of sex. It is not so easy to see 
why genetic females should develop into apparent males, as occurs in 
Klinefelter’s syndrome. Whilst it is still debatable whether it is permissible 
to equate chromatin sex with genetic sex (Barr, 1956), it is clear that chro- 
mosomes as determiners of bodily sexual characteristics can be overridden 
by other factors operating early in embryonal life. 


PANCREATIC HORMONES AND DIABETES MELLITUS 
Insulin.—The insulin molecule is composed of two peptide chains of 21 and 
30 amino-acids respectively, joined by three disulphide bridges. The difficult 
task of elucidating the amino-acid sequence in the peptide chains has been 
accomplished by Sanger and his co-workers in Cambridge (Ryle et al., 
1955). Only minor differences were found in the structures of cattle, pig, and 
sheep insulins. Insulin appears to be bound to the tissues on which it acts and, 
once bound, it cannot be removed by repeated washings (Stadie et al., 1949). 
It is of interest to note that brain tissue and red cells, which show no res- 
ponse to insulin, do not bind insulin. It is only fair to add that tissue- 
binding of insulin has also been denied (Bleehen and Fisher, 1954). 

Methods for the estimation of circulating plasma insulin have not proved 
very reliable to date owing to uncertainty as to what contributes to the 
‘insulin-like activity’ of the plasma as measured in the assay. Measurable 
‘insulin-like activity’ has been found in normal blood. Reduced amounts of 
activity were found in the elderly obese type of diabetic without ketosis, but 
no activity was demonstrable in plasma from the juvenile ketotic type of 
diabetic (Vallance-Owen et al., 1955). 

Glucagon.—Glucagon, the hyperglycemic glycogenolytic hormone se- 
creted by the alpha cells of the pancreatic islets, is a straight chain peptide 
consisting of 29 amino-acids. Its effect on carbohydrate metabolism appears 
to result from a dual action of mobilizing liver glycogen and enhancing the 
peripheral utilization of glucose (Elrick et al., 1957). The importance of this 
hormone to carbohydrate metabolism in man is not yet established but does 
not seem to be great. The only clinical application so far reported has been 
to terminate hypoglycemia coma in insulin shock therapy (Schulman and 
Greben, 1957). 

The site of action of insulin.—The only effect of insulin which is firmly 
established is that it lowers the blood sugar. The locus of its action is still 
debated but within the past few years evidence has been accumulating 
which points to an important and perhaps primary action of insulin in 
facilitating the transport of glucose across the cell membrane from the inter- 
stitial fluid to the interior of the cell—the so-called ‘permeability hypothesis’ 
of the action of insulin (Ross, 1956). 
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In brief, a consideration of the permeability characteristics of the cell membranes 
of certain tissues towards glucose has posed the problem as to how a lipoid-insoluble 
molecule such as that of glucose can penetrate across a lipoprotein cell membrane. 
There is now good evidence that a special transport system exists in certain cell 
membranes which facilitates the transfer of glucose and some other hexoses across 
the membrane, and that insulin accelerates this transport mechanism. The nature 
of this transport system is not known but is probably enzymic. Not all tissues are 
sensitive to the accelerating action of insulin with respect to glucose uptake; skeletal 
and cardiac muscle and adipose tissue are the only ones for which such an effect of 
insulin has been unequivocally demonstrated ; liver and brain cells are unresponsive. 


On the basis of the evidence in favour of this theory, the permeability 
obstacle to the entry of glucose into peripheral cells (muscle and fat) has 
been considered to be the primary defect in diabetes mellitus and in this 
respect this condition has been postulated as being a ‘disease of permeability’. 


THE SULPHONYLUREA DERIVATIVES IN DIABETES MELLITUS 
Although the hypoglycemic effect of certain sulphonamides was first noted 
fifteen years ago, general interest in their clinical use in the treatment of 
diabetes mellitus did not arise until two years ago. In 1955, German workers 
reported the successful control by ‘BZs55’ (carbutamide) of mild diabetes in 
the middle-aged and elderly, and the failure of this compound to control 
diabetes in the young. Before the suitability or even safety of using these 
compounds was known, a wave of enthusiasm for the sulphonylureas arose 
among diabetics and those who treat diabetics because this type of drug 
seemed to offer an oral treatment for diabetes mellitus. In the United 
States the toxic effects of one of these compounds (carbutamide; ‘BZs55’) 
have subsequently proved so disturbing that it has been withdrawn from 
the market by the makers. The absence of a para-amino group in the other 
popular compound, tolbutamide (‘orinase’, ‘rastinon’) greatly reduces its 
toxicity on the bone marrow but it is not devoid of allergic reactions. 

There is no doubt but that the sulphonylureas lower the blood sugar. The 
mechanism by which they exert this effect is not clearly defined. There is no 
evidence that they act in a manner analogous to insulin, that is, by in- 
creasing the utilization of glucose by peripheral tissues. They diminish the 
output of glucose from the liver, probably by reducing gluconeogenesis. 
Since they appear to be inactive in the complete absence of insulin it has 
been suggested that they either stimulate pancreatic $-cell activity or poten- 
tiate in some way the effects of insulin. The hypothesis that they antagonize 
insulinase, or that they antagonize glucagon production (or release) by the 
a-cells of the pancreas has found no confirmation. A recent issue of Diabetes 
(January-February, 1957) is concerned with this problem. 

From the practical aspect of the treatment of diabetes the sulphonylureas 
must be regarded as being still in the experimental stage. It is apparent that 
they are not a physiological substitute for insulin. They are useless in the 
treatment of juvenile diabetics and dangerous in the treatment of those who 
readily develop ketosis. The development of severe ketosis in a hitherto 
stable diabetic when one of these compounds is substituted for insulin is a 
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complication, the danger of which has been, and again must be, emphasized. 
Only further long-term experience by clinical trials under carefully con- 
trolled conditions can show whether they can be safely and effectively used 
in the control of uncomplicated diabetes mellitus in the middle-aged and 
elderly. These compounds should not be used in general practice until such 
information becomes available. 

The insulin zinc suspensions were fully discussed in The Practitioner of 


October 1955. 
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In recent decades there have been spectacular advances in knowledge of 
the physiology, physics and chemistry of neurones, and these are leading to 
many changes in the approach to the understanding and treatment of 
neurological disorders. Thus, it is not so long ago since familial diseases 
causing neurological disorder or muscular paralysis were of interest chiefly 
for the intellectual occupation provided by diagnosis and pathological 
descriptions. Attention has now turned in the direction of searching for the 
metabolic disorder which is probably the inherited factor, whilst every 
advance in knowledge of how normal muscles and neurones act may prove 
to have important applications in the treatment of such familial disorders. 
Thus, the extremely disabling neurological disorders of hepato-lenticular 
degeneration (Wilson’s disease) can be improved by the regular administra- 
tion of BAL (dimercaprol) to promote excretion of copper salts which are 
retained as a part of an inherited disorder of metabolism. Other diseases 
which have disordered metabolism include familial periodic paralysis and 
polyneuritis associated with porphyria, whilst the pathological excretion of 
phenylpyruvic acid is associated with a form of congenital mental defect. 


BRACHIAL NEURITIS AND CERVICO-BRACHIAL SYNDROMES 
There have been many recent studies which have contributed to better 
treatment of the various neuropathies which affect the neck, shoulders and 
upper limbs. It is simplest to describe the application of current knowledge 
to the common brachial neuritis which occurs most commonly in the busy 
housewife. The most important symptoms may include:—{1) Aching pain 
in the arm, forearm or shoulder-girdle muscles, which is often worst after 
going to bed at night and may seriously disturb sleep. (2) Numbness, pins 
and needles and clumsiness of the fingers which is most marked on waking 
in the morning, and often clears soon after activity begins. 

This type of brachial neuropathy is usually an occupational disease but 
a great variety of physical factors may play a part in etiology. These 
aggravating factors include cervical spondylosis, cervical rib, tight scalene 
muscles, narrow costo-clayicular space, ‘fibrositis’ of the shoulder-girdle 
muscles, local trauma to a peripheral nerve (say, the ulnar nerve at the elbow) 
and last, but important, a tight transverse carpal ligament. During the 
present century all these aggravating factors have been put on a pinnacle 
in turn and considered to be the chief cause of brachial neuropathy. This 
has led to a number of fashions in the treatment of the condition which were 
based on an over-simplification of the mechanisms involved. 
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It seems that the mechanisms involved are somewhat as follows: arm 
movements of the normal active person are constantly engaged in stretching 
the nerves of the brachial plexus, without causing any discomfort. In brachial 
neuritis, however, changes occur in the nerves of the affected limb:— 

(1) The nerves become tender to pressure and sensitive to stretch—this is 
a discomfort originating chiefly in the nerve sheath. 

(2) Conduction in the nerves becomes defective as evidenced by numb- 
ness, pins and needles and slight weakness. The nerves also become unduly 
sensitive to pressure so that numbness in the fingers from lying on the arm 
is easily produced. In this sensitive state the brachial nerves become 
relatively inelastic and thus vulnerable to further damage by the stretching 
caused by limb movements. A vicious cycle is quickly established and the 
more the limb is used the worse the neuritis becomes. 

(3) Certain shoulder-girdle muscles develop areas of spasm or tenderness 
from which pain is referred to the arm. Palpation of these sensitive areas 
may cause this referred pain whilst a local anesthetic relieves it, sometimes 
permanently. The trapezius, rhomboid and supraspinatus are especially 
liable to develop this lesion, sometimes in relation to irritation of the fourth 
or fifth cervical nerves by cervical spondylosis. 

Whatever may be the physical factors aggravating the condition, rest to 
the arm and hand alone will often give quick relief, and a St. John-type 
sling over the opposite shoulder should generally be used to limit activity 
and to support the weight of the limb. In the consulting room these patients 
are often observed to be restlessly moving their fingers ‘to keep them 
supple’. This is entirely harmful and should be forbidden except for full 
passive movements three times a day to prevent joint stiffness. Knitting and 
sewing are particularly harmful and generally have to be stopped for a time. 

In many cases, especially if the symptoms have developed recently, rest 
alone quickly effects a cure, but in other instances one or more of the 
following physical methods may be very helpful :— 

(1) Neck traction through a halter, while lying flat, with 5 to 6 Ib. (2.3 
to 2.7 kg.) weight, for a few hours each day; the best direction of pull is 
usually in the direction of 15 degrees flexion. 

(2) Injections of 2 to 5 ml. of 1 per cent. lignocaine into tight or tender 
shoulder-girdle or paravertebral muscles, with special reference to the 
trapezius and rhomboids. 

(3) Limitation of neck movement by a light collar. 

(4) Operation to divide the transverse carpal ligament when the symptoms 
and signs indicate involvement of the median nerve at the wrist. 

(5) Operation to relieve pressure on the nerves of the brachial plexus. 

Most cases of brachial neuritis can be relieved without any surgical inter- 
vention; if stubborn, they should be admitted to hospital for careful super- 
vision of treatment. Abnormal radiological appearances in the spine or 
thoracic inlet may be unimportant and should not in themselves dictate 
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treatment. The clinical signs and symptoms are more important both in 
diagnosis and in planning treatment. 


SCIATICA 
In sciatica also there has been a tendency to over-stress the disc lesion, 
for although this often plays an important role in causation, the pain and 
tenderness depend upon changes which develop in the sheaths of the nerve 
roots which spread down the sciatic nerve and lead to great sensitivity to 
stretch as in straight leg raising. Alternatively, as in brachial neuritis, sciatic 
pain may be referred from muscles and ligaments near the spine or (in this 
case) the pelvic girdle. Measures designed to treat this abnormality of the 
nerve sheath should therefore often take priority. Rest in bed at the onset 
of the symptoms usually produces quick relief whilst the injection of 
lignocaine into the sciatic nerve or epidural space, or tender spots in the 
sacro-iliac region, may give dramatic relief, and in sciatica relief of pain 
is often all that is required. Plaster jackets are often helpful in stubborn 
cases but probably act chiefly by preventing flexion which pulls on the 
lumbosacral nerves when they are sensitive. There is no evidence that any 
form of non-surgical treatment will reduce the prolapsed disc. Myelograms 
before and after cure have shown the disc prolapse to be unchanged. In some 
cases, however, removal of a disc protrusion is much the most effective cure. 


CHRONIC AND INTRACTABLE PAINS 

The development of pain clinics seems to be inevitable, as cases of chronic 
pain require special study, both from the physical point of view and from 
the need to assess and adjust any abnormal mental attitude to the symptoms. 
Even when the psychological factor is very prominent the best approach is 
often a purely physical one, provided that one remains conscious of the 
need to do everything also to readjust the mental attitude. Not so long ago 
it was generally thought that to relieve chronic pain it is necessary to divide 
or otherwise destroy nerves going to the painful part. This attitude, however, 
is being revised as it has become clear that the central thresholds may remain 
very low after nerve section. Thus, in post-herpetic neuralgia the most 
successful treatment is directed to the scarred area of skin, especially to 
hyperesthetic zones where vigorous massage, exercises, local lignocaine and 
electrical massagers give relief to the most stubborn cases. Rest with pro- 
tection to the scarred area is the worst thing to advise. 

The investigation of many chronic pains is aided by deliberate tests 
designed to produce the pain. Thus vasodilators or histamine may reproduce 
vascular types of head pain. Of particular interest is the injection of 0.4 ml. 
of 6 per cent. saline into the interspinous ligament opposite the affected 
segment—above the second cervical spine in head and face pains. The needle 
may be kept in position after the injection and if the pain is reproduced it 
may then be removed by lignocaine. Such tests cannot be described here in 
detail but they are often followed by lasting relief and suggest that local 
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physiotherapy or repeated local anaesthetic injections will give relief. 
Needless to say, the psychological effect of reproducing the dreaded pain 
by a little salt is entirely beneficial. 


SPASTIC PARAPLEGIA ASSOCIATED 
WITH CERVICAL SPONDYLOSIS 

Recent studies have shown that degeneration of the spinal cord in the neck 
is the most common cause of spastic paraplegia developing in patients over 
the age of 45. These degenerative changes in the spinal cord are connected - 
with the common cervical spondylosis. This latter condition is usually 
unimportant, but it may cause serious paralysis of the legs from pressure 
on the spinal cord. There is plenty of room in the spinal canal in the neck 
for discs to protrude without damage to the cord, but it seems that in some 
cases, adhesions develop between the degenerating discs, the meninges and 
the nerve roots so that the cord becomes unduly fixed, and is damaged by 
the sliding movements which normally occur in neck movements (especially 
flexion). The radiological changes, however, cannot be related accurately to 
the occurrence of spinal cord damage, and for this reason the value of 
myelography in these cases is limited. The neurological signs will often 
indicate that the level of cord degeneration is in the cervical region, and 
this is often the most important evidence available. Experience has shown 
that the best method of establishing this diagnosis is to reduce neck move- 
ments by rest in bed, or by wearing a simple collar for a few weeks. In the 
type of case under consideration this leads to a definite and often dramatic 
improvement in walking as indicated by timing over a set distance. This 
improvement when it occurs may be taken as convincing evidence that neck 
movements should be restricted for a period of many months, and a plastic 
collar should be provided to hold the neck steady: a position of slight 
flexion is usually the most comfortable and the best. British neurosurgeons 
are wisely conservative about operating on these cases but, if the condition 
progresses in spite of restricting neck movements, a careful, if somewhat 
dangerous, operation may arrest progress and allow some improvement to 
occur. 


RESPIRATORY FAILURE AND BULBAR PALSY 

The development of respiratory insufficiency is the cause of death in many 
neurological diseases. These include not only progressive fatal diseases such 
as motor neurone disease, but also diseases which may be recovered from 
such as poliomyelitis, acute infective polyneuritis, myasthenia gravis, head 
injury, high cervical cord tumour, botulism and tetanus. In recent years 
special respiration units have studied the principles of treatment required to 
prevent the development of respiratory insufficiency. 

Postural drainage.—When there is either paralysis of the pharynx or deep 
coma, secretions and vomit, if inhaled into the lungs, will soon result in 
death. The patient must be nursed and transported in the semi-prone or 
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lateral position with frequent changes from one side to the other. For these 
cases the supine position (on the back) is extremely dangerous and should 
rarely be allowed. 

Artificial respiration.—When respiration fails the tank type of respirator 
(iron lung) is an excellent method of artificial respiration provided the patient 
can swallow and is fully conscious 

Combined cases.—When, however, there is either deep unconsciousness or 
paralysis of swallowing it is dangerous to give any form of artificial respira- 
tion without either passing an endotracheal tube as for anzsthesia, or doing 
a tracheotomy. For these combined cases the modern and best method avail- 
able is to introduce a cuffed tracheotomy tube and maintain respiration 
through the tube by blowing air into the lungs—the method of intermittent 
positive pressure respiration (I.P.P.R.). An endotracheal tube may be used 
for a few hours, or for transporting the patient to hospital. These new 
methods have greatly reduced the dangers of bulbar poliomyelitis, acute 
polyneuritis, myasthenic crisis, and of tetanus treated under full curariza- 
tion. Their application, however, requires special study and cannot be 
described here. 


POLIOMYELITIS 
Recent researches have established that the viruses of poliomyelitis live 
harmlessly in the human alimentary canal in a substantial proportion of 
people, especially in tropical countries. In temperate countries these viruses 
have shown an increasing tendency in recent years to break through the 
various bodily barriers and to invade the cells of the central nervous system. 
Here the viruses exhibit a truly remarkable affinity for one type of motor 
nerve cell in the spinal cord and brain stem. By the time the disease is 
recognized the virus is already in these motor nerve cells, and little can be 
done to influence the course of the virus-cell struggle. There is strong 
evidence, however, that physical activity of any kind, or intramuscular 
injections or operations, at this stage of the infection, may all have an 
alarming and yet mysterious effect in reducing the chances of nerve-cell 
survival. The practical implications of these observations are obvious but 
there are many difficulties in their application. During the critical phase of 
the virus-cell struggle the fate of tens of thousands of motor cells is decided 
within a period of perhaps a few hours and, apart from the protective effect 
of motor inactivity, there is no known way of influencing this dramatic 
struggle. Although the survival of the individual nerve cell is decided so 
quickly, the early appearance of severe paralysis may be misleading, as the 
death of, say, one-third of motor cells to one limb seems to have a temporary 
physiological effect of inactivating neighbouring cells which have survived. 
Hence the remarkable clinical recoveries which may occur provided that a 
reasonable proportion of nerve cells have survived. 
Fortunately there is every prospect that vaccines will be successful in 
preventing the paralytic form of the disease, for it has been found that a 
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very small amount of antibody will protect the nervous system. Thus, in the 
Salk type of inactivated virus-vaccine no attempt is made to prevent the 
alimentary canal infection, yet it seems that the resulting antibodies have a 
satisfactory effect in preventing spread to the spinal cord and brain. Another 
way of providing a vaccine is to cause an alimentary canal infection with a 
living virus of highly attenuated strain. This method has theoretical advan- 
tages over the Salk type, but has not yet been adequately tested for safety. 


REHABILITATION OF THE NEUROLOGICALLY DISABLED 
The application of new knowledge of the behaviour of muscle and nerve in 
relation to organic disability is important if the maximum recovery and 
adjustment is to be achieved in patients particularly disabled by neurological 
disease. Thus, all cases of hemiplegia should be able to walk quite well if 
their circulatory system is reasonably adequate, and many simple measures 
can be adopted in the home. It is important, for instance, to introduce 
standing as an exercise very soon after the paralysis appears, as weight 
bearing stimulates the maintenance of extensor tone in the lower limb, and 
on this the ability to walk depends. Flexor spasms and contractures should 
never be allowed to develop in a case of hemiplegia. 

Spastic paraplegia caused by progressive spinal cord disease presents some 
special problems. Every effort should be made to keep the advanced cases on 
their feet for a period every day. Going to bed even for a day will at a certain 
stage allow flexion spasms to take control: contractures will develop and 
the patient may never walk again. 

The prevention of flexion contractures at hip and knee is important in 
the treatment of many chronic illnesses, but especially is this vital in spastic 
paraparesis of the lower limbs. The various methods used in special centres 
cannot be described here in detail, but one simple exercise is of special 
importance. This consists of lying prone (face down) on a firm mattress with 
the toes over the end of the mattress. This posture may often be adopted 
with advantage for three or four periods per day for, say, $ to 1 hour, and 
if necessary a weight of several pounds may be suspended by slings from the 
heels to control spasms. 

When the arms are reasonably strong, walking or standing exercises 
between parallel bars and later with elbow crutches will enable patients with 
severe paraplegia to lead very active lives with the assistance of wheel-chairs, 
hand-controlled cars, and the like. 


PREVENTION OF BEDSORES 
Bedsores should not develop in a well-conducted ward but nurses are in 
short supply and priorities may be unwisely allocated. In the avoidance of 
bedsores the patient should not be left lying with pressure on one area of 
skin for more than two or three hours at a time. The lateral, semi-prone, 
and prone postures should all be used. If the supine position must be used, 
a common mistake is to keep the patient propped up in the semi-sitting 
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position. This sitting-up position is particularly harmful as it increases 
pressure on the buttocks. When change to the lateral posture is not possible, 
pressure on the buttocks can be relieved by laying the patient flat, and 
raising the foot of the bed by 6 to g inches (15 to 23 cm.). Rubber rings are 
better avoided. The modern rubber (‘Dunlopillo’) mattress requires no 
assistance to spread the patient’s weight, and to be most effective should be 
covered with only a thin plastic material—not the thick rubber cover usually 
provided. Frequent changes of areas of weight-bearing skin are much more 
important than the changing of soiled or wet sheets. The modern type of 
nursing hoist allows for lifting and changing of posture to be done by one 
nurse with a minimum effort even in very heavy patients. 


NOCTURNAL ENURESIS 

When incontinence occurs only during the night, with no suggestion of 
difficulty in sphincter control during the day, the condition is usually 
functional and complicated investigations of the spine and renal tract, though 
sometimes advised, are often quite unnecessary. Although simple psycho- 
logical factors often play a part in etiology, a simple physical approach is 
often appropriate. This consists of the use of a device which rings a loud bell 
when incontinence occurs. This is often very effective in correcting what 
has become a physiological bad habit. 


TREATING THE FUNCTIONAL CASE 
When the examining surgeon or physician demonstrates a gross functional 
exaggeration of signs (which often borders on malingering), there is some- 
times a tendency for the specialist to lose interest and to hand the patient 
over to a psychiatrist. This is an unfortunate attitude, for the expert on 
organic disability has a tremendous ‘hold’ over the patient, and should 
always try to use his authoritative position to encourage and reassure him. 
Discussion of personal problems (often financial) in relation to the injury 
repays the time spent many times over. In a few cases flagrant malingering 
appears, and observation of the patient’s behaviour may be helpful, as in 
the case of the man drawing a blind pension who was observed to thin a 
row of carrots. 
SOME DEVELOPING PROJECTS 

Among many developing new lines of research brief reference may be made 
to the hope that low temperature surgery will considerably improve the 
treatment of intracranial hemorrhage. The puzzling occurrence of internal 
carotid thrombosis even in young people remains something of a mystery 
but there is evidence, not only that trauma to the neck may play a part but, 
on surgical exposure, the artery is sometimes found to be bruised in relation 
to the transverse processes of upper cervical vertebrae. Recent work on dis- 
seminated sclerosis has demonstrated abnormal antibody responses in the 
meninges, and the possible application of these findings to treatment is 
being investigated. 
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Tue practice of urology is based on a standard of accuracy which is probably 
more exact than that pertaining to any other system of the body. When 
therefore it is necessary to refer a patient for urological examination there 
should be every expectation that a considered diagnosis will be obtained 
and the preferable mode of treatment, if any is required, revealed. The 
following contribution is an outline of present trends in the study and 
management of some of the disorders in the urinary tract encountered in 
day-to-day practice. 


RENAL ANGIOGRAPHY 

Supplementing the routine investigative techniques of cystoscopy, intra- 
venous pyelography, catheterization of the ureters and retrograde pyelo- 
graphy, angiography has now acquired an established status as an additional 
aid in the investigation of certain renal lesions. The intra-aortic injection of 
an organic iodide medium is followed by three radiographic phases, each of 
which affords anatomical and physiological information on the kidneys. The 
arteriogram, which is a rapid transient phase, shows the course and distribu- 
tion of the renal artery and its branches. The early excretory or nephrogram 
phase, in which the opaque medium concentrates in the capillaries and 
tubules, defines the functioning parenchyma. The late excretory or urogram 
phase is analogous to the intravenous urogram defining the calyceal and 
pelvic pattern. The main value of angiography is to clarify equivocal uro- 
graphic findings and give information of practical surgical help. Amongst its 
uses the following conditions may be mentioned. 

Congenital renal anomalies are associated with an abnormal blood supply, 
a knowledge of which contributes to the ease and safety of operation. A 
differential diagnosis between a renal tumour, which shows hypertrophy of 
the nutrient vessels with dye pooling in the vascular sinuses, and a simple 
cyst presenting as a relatively clear area with vascular displacement, may 
only be possible with the aid of angiography (fig. 1). In hydronephrosis, 
accessory or aberrant polar arteries are shown along with a demonstration 
of the renal function. This latter manifestation is valuable as a guide to 
conservative or ablative surgery, particularly when no excretion is seen after 
intravenous pyelography. Delineation of the blood supply to the affected 
segment of a tuberculous or calculus kidney deemed suitable for a partial 
nephrectomy will facilitate the resection. In the investigation of renal hyper- 
tension angiography will disclose vascular abnormality and ischemia and, 
by demonstrating vascular changes in the contralateral kidney, may avoid a 
October 1957. Vol. 179 (426) 
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futile nephrectomy. Complications such as intramuscular extravasation and 
renal damage have been reported by some workers but Stirling, who has 
made some 700 examinations at the Royal Infirmary, Glasgow, has encoun- 
tered no serious sequelz. 

RENAL CALCULUS 
Hyperparathyroidism.—lIt is only in recent years that renal calculus has been 
recognized as the commonest symptom of clinical hyperparathyroidism. 





Fic. 1.—Arteriogram demonstrating a cyst in the right 
kidney. There is an upward displacement of the right 
renal vasculature; the translucent cyst area is faintly 
outlined (Mr. Stirling’s case). 


Patients having calcium-containing stones should therefore be investigated 
for hyperparathyroidism. A serum calcium level about 10.4 mg. may indicate 
mild hyperparathyroidism which could result in the formation of renal 
calculi (Keating, 1955); the serum phosphorus is generally below 3 mg. 
With a patient on a low-calcium diet (125 to 150 mg. of calcium per day) the 
urinary calcium output should be less than 150 mg.; a higher figure is 
suspicious of hyperparathyroidism; 200 mg. or more would strongly favour 
such a diagnosis. 

Partial nephrectomy.—Surveys of late results of operations for renal calculi 
have shown a high recurrence rate especially after nephrolithotomy. At this 
operation, particles of grit lying in a calyx or attached to a renal papilla may 
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easily be left behind; moreover, the stone may have caused ulceration or 
metaplastic changes in the calyceal epithelium thus encouraging the forma- 
tion of other stones. If the stone-containing calyx is dilated it will act as an 
infected reservoir, whilst a narrow calyceal neck will hinder drainage of 
inflammatory and crystalline debris. Partial nephrectomy with removal of 
a wedge-shaped portion of the kidney which includes the damaged stone- 
containing calyx diminishes the incidence of recurrent stone formation. 


MEASURES TO PREVENT THE RECURRENCE OF CALCULI 
Recently, the attempt has been made to devise forms of treatment designed 
to alter the biochemical conditions in the urine so that stone-forming sub- 
stances will no longer be precipitated. (Estrogen has been suggested by 
Shorr (1945) in order to reduce the concentration of calcium ions in the 
urine by increasing urinary citrate excretion; the calcium ions are replaced 
by a weakly ionized, soluble calcium citrate complex. Shorr recommends 
‘premarin’ (cestrone sulphate) orally in doses of 5 to 10 mg. daily; the treat- 
ment is given in repeated courses of four weeks. Prien and Walker (1955) 
have recently recommended the use of aspirin and salicylamide to increase 
the amount of urinary glucuronosides, thereby enabling calcium to remain 
in solution at a higher concentration. The long-term results of this treatment 
are as yet unknown. 

Aluminium hydroxide gel, with or without absorbed carbonate, may be 
used to precipitate phosphate in the intestine, thereby reducing the amount 
of phosphate which is excreted in the urine. Various preparations are in 
use; ‘aludrox’ contains about 2.1 per cent. aluminium as hydroxide; ‘hyalgel’ 
(Hough, Hoseason & Co.) contains 2.9 to 3.1 per cent. aluminium, as well 
as magnesium oxide which is added to prevent constipation. This latter 
preparation lowers the urinary phosphorus more effectively than a corres- 
ponding dose of ‘aludrox’. In order to secure the greatest degree of pre- 
cipitation of phosphate in the intestine, ‘hyalgel’ should be taken with meals. 
The urine should be tested frequently to confirm that the daily output of 
phosphorus is reduced to about 300 mg. (Pyrah, Raper and Smith, 1956). 


RENAL TUBERCULOSIS 

Since the introduction of specific chemotherapy for tuberculosis in 1948, 
there has been a marked change in the outlook of patients suffering from 
genito-urinary tuberculosis. Chemotherapy is but one form of treatment, 
however, and should be combined with general treatment and with surgery 
when suitable. The three main tuberculostatic drugs are streptomycin, 
PAS, and isoniazid. At Robroyston Hospital, Glasgow, where almost five 
hundred patients suffering from genito-urinary tuberculosis have been 
treated and followed up, the conclusion reached is that recent lesions respond 
well to chemotherapy whilst chronic lesions often require surgery for a 
favourable outcome. Cystitis responds to adequate therapy but there is a 
possibility of bladder contracture, especially with a combination of drugs 
which include streptomycin. 
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The choice of drugs in urinary tuberculosis can be summarized as 
follows :— 

(1) At least two drugs should always be used. 

(2) If the organism is known to be resistant, or becomes resistant to any 
of the drugs, the other two should be used. 

(3) With severe to moderate cystitis, streptomycin should be avoided, in 
order to diminish the risk of bladder contracture. 

(4) If obliteration of the renal lesion is considered possible then a combina- 
tion containing streptomycin should be used. 

(5) In the presence of secondary infection PAS and isoniazid are in- 
effective against pathogens. 

(6) Dosage should be PAS 10 g., isoniazid 200 to 300 mg., streptomycin 
1 g., all given daily. 

(7) The duration of treatment should be from 9 to 24 months. 

Nephrectomy remains the operation of choice when advanced disease 
involves a single kidney. In bilateral lesions, with one kidney grossly diseased 
and a small lesion in the other, it is possible to remove the worse kidney 
and rely on chemotherapy to control the smaller lesion. Partial nephrectomy 
is a safe procedure under chemotherapy cover. One or two poles of a 
diseased kidney may be resected and in bilateral cases partial nephrectomy 
may be possible on both sides. Even when a solitary kidney is involved 
partial nephrectomy may be successfully carried out. 

The contracted bladder is one of the complications of severe cystitis, 
particularly after streptomycin has been used. This may require urinary 
diversion by uretero-colic anastomosis or, alternatively in selected cases, 
ileocystoplasty. 

BLADDER TUMOURS 

The treatment of bladder tumours continues to depend upon surgical extir- 
pation, coagulation and excision by diathermy and irradiation, alone or in 
combination. The superficial histologically benign papilloma is best dealt 
with by electro-excision or electrocoagulation which should be applied by 
the transurethral route unless the size and position of the growth necessitate 
a suprapubic approach. A five-year and more survival can be expected in 
over 85 per cent. of those suffering from this variety of growth although 
recurrence or new tumour formation within that period must be anticipated 
in about 50 per cent. of the patients. Papillary carcinomas can also be dealt 
with in this way, provided the growth is a low-grade one and of superficial 
stage; that is, when invasion has not penetrated beyond the superficial 
muscle layer. Satisfactory control of high-grade deeply infiltrating tumours 
is not obtained by diathermy although palliation will often follow. Supple- 
mentary irradiation therapy is therefore usually desirable for these more 
deeply penetrating growths. Using the suprapubic route, radon seeds or one 
of the artificially produced radioactive isotopes, such as tantalum or gold, 
are inserted into the tumour-bearing area after diathermic removal of the 
growth. 
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If conditions favour a free and generous removal of the tumour-bearing 
area, as for example when a growth is located on the upper zones of the 
bladder, a segmental resection should be carried out. A total cystectomy 
offers the best prospects of control for widespread involvement by multiple 





Fic. 2.—Retrograde cystogram subsequent to ileo- 
cystoplasty for tuberculous contracture of the 
bladder. The marked increase in the capacity of 
the urinary reservoir as a result of anastomosing 
a loop of ileum to the contracted bladder is 
demonstrated (author’s case). 


tumours, especially if penetration has not passed beyond the superficial 
muscle layer. 

Attempts to control bladder cancer by irradiation of the whole organ 
have met with variable success. Some workers have reported encouraging 
preliminary effects following the insertion into the bladder lumen of radio- 
active isotopes in the form of either a solid or fluid source. As with other 
therapies, the best results have been obtained with the relatively low-grade 
superficial tumours. Contracture, severe enough to render the bladder use- 
less as a urinary reservoir, has sometimes been a sequel to the treatment 
which must still be regarded as in the experimental stage. The role of 
external irradiation continues to be controversial. The supervoltage x-ray 
machines now available at many centres permit a more accurate distribution 
of the requisite dosage and the severe skin reactions and other side-effects 
so commonly associated with conventional deep x-ray therapy are much 
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diminished. Although the treatment by itself is unlikely to cure a highly 
malignant growth, beneficent palliation may result. 

Prognosis after treatment of a bladder tumour is largely determined by 
the histological grade and depth of spread of the growth. Few who suffer 
from an anaplastic carcinoma that has penetrated muscle are likely to survive 
for a five-year period, whatever method is used to extirpate or destroy the 
growth. 

THE USE OF INTESTINE IN URINARY SURGERY 

The past decade has seen a renewed interest in the use of intestine for re- 
constructive urinary surgery. Isolated segments of ileum are being employed 
to increase the capacity of a bladder which, because of irreversible contrac- 
ture, can no longer function as an adequate urinary reservoir, and in some 
instances an ileal loop has been substituted for the bladder after a total 
cystectomy for carcinoma. All or part of a disused ureter has been replaced 
by ileum. In circumstances calling for urinary diversion, when transplanta- 
tion of the ureters to the pelvic colon is not feasible, the ureters can be im- 
planted into an ileal loop and a skin ileostomy established. Children suffering 
from rectal as well as bladder incontinence due to spina bifida have been 
particularly helped by this latter procedure. 

The knowledge now accumulated on the subject indicates that very satis- 
factory results can follow the incorporation of small intestine into the 
urinary tract. Of especial interest is the marked improvement that can be 
obtained from ileo-cystoplasty in a contracted bladder resulting from tuber- 
culous disease. Patients who formerly suffered a 15 to 20 minute frequency 
night and day, or who were totally incontinent, are enabled to retain urine 
for several hours as a result of the consequent increase in the capacity of the 
bladder (fig. 2). 

PROSTATIC OBSTRUCTION 

The need for surgery is not in doubt when an obstructing prostate causes 
acute retention, chronic bladder distension, a residual urine with infection 
or marked recurring hematuria. A decision on the advisability of elective 
operations for patients with less severe symptoms is more difficult. A man 
who, although able to empty his bladder, experiences hesitancy in starting 
micturition and voids with a thin stream will benefit from operation; one 
with an uninfected residual urine of two to three ounces (60 to 85 ml.) with 
frequency and precipitancy may not. In assessing the significance of nocturnal 
frequency when there is a minimal uninfected residual urine, it should be 
borne in mind that renal vascular changes in the arteriosclerotic and hyper- 
tensive patient may be the cause of delayed urine excretion and a consequent 
increased output at night. 

The indications for or against surgery in minor obstructive prostatism 
should be based upon urological investigation. If rectal examination con- 
firms an established enlargement and cystoscopy reveals an intravesical pros- 
tatic intrusion with trabeculation of the bladder wall due to muscle hyper- 
trophy, operation will generally be advisable, especially in the younger 
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prostatic age-groups in whom a progressive obstruction is likely. The prac- 
titioner should be on the alert for the insidious onset of chronic bladder 
distension. Because of its gradualness it may scarcely be noticed by the 
patient, who often seeks advice because of general debility, constipation, a 
poor appetite and persistent thirst. These are uremic manifestations due to 
long-standing back-pressure from the distended bladder. If unrelieved the 
outcome is likely to prove fatal. 

There are four different techniques—the suprapubic, the retropubic, the 
perineal and the perurethral—which can be employed to remove an ob- 
structing prostate. Median bar formation and bladder neck sclerosis, con- 
ditions liable to cause severe degrees of chronic retention, are generally best 
dealt with by the perurethral route. Adenomatous enlargements can also be 
removed in this way, especially the smaller varieties, but the majority of 
urologists in Great Britain favour open operation for the larger prostatic 
obstructions, many now using the retropubic operation (Millin, 1945) as a 
routine. This permits a complete adenectomy followed by a postoperative 
course normally unassociated with suprapubic leakage, ambulation on the 
second day and resumption of normal micturition after removal of the in- 
dwelling catheter on the third or fourth day. Including the aged and debili- 
tated, who inevitably form a considerable percentage of any large prostatic 
series, retropubic prostatectomy can be accomplished with a postoperative 
mortality of around 3 per cent. (Jacobs, 1956). 


CARCINOMA OF THE PROSTATE 

The benefits that result from treatment of prostatic carcinoma by cestrogens 
(stilbeestrol) which inhibit the androgenic output, and from orchidectomy 
which removes an androgenic source of origin, are well known. In more than 
eighty per cent. a marked regression of the lesion with an improved sense of 
well-being will occur within a few weeks of starting treatment. Transureth- 
ral resection may be necessary to restore micturition or permit emptying of 
the bladder. It has been estimated that up to 1941, that is before the hor- 
monal era, about g per cent. of patients with prostatic cancer survived five 
years, whereas now 36 per cent. outlive that period. The intact pituitary- 
adrenal system is regarded as the potential source of stimulus to reactivation 
of the cancer which sooner or later generally occurs, and investigations are 
being carried out on the possibilities of regaining control by treatment 
directed to the adrenals and pituitary. The administration of cortisone 
results in a response by a significant percentage but only for a very limited 
time, whilst the inhibitory effects of bilateral adrenalectomy have proved 
disappointing. The work to date on prostatic cancer control by hypophysec- 
tomy and interstitial irradiation of the pituitary is of absorbing interest, 
especially the mechanism of the changes that are brought about by these 
measures, but it seems unlikely that either procedure will materially influence 
the long-term progress of the disease or justify widespread therapeutic 
application. 
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The intravenous administration of stilbcestrol in a phosphorylated form 
(‘honvan’) has recently been recommended for prostatic neoplastic disease 
which has become refractory to cestrogens. It is claimed that stilbeestrol in 
this form exerts a cystostatic as well as an cestrogenic effect with consequent 
increased benefit. A number of clinical investigators have reported rapidly 
disappearing pain in patients with bone metastases and early ambulation of 





Fic. 3.—Urethrogram showing multiple sinuses and a long 
stricture of the bulbous urethra. The sinuses were 
excised and a plastic reconstructive operation was 
carried out. The patient now has a widely patent 
urethra and requires no bougie dilatation (M 
Marshall’s case). 


bed-fast patients who had formerly been dependent on opiates (Hasche- 
Kliinder and Willmann -, 1957). In a limited clinical trial I have obtained vari- 
able degrees of improvement in several cases, of which the following is an 
example. 

A.B., aged 63, suffering from pelvic and spinal metastases, was bedridden and 
receiving opiates at four- to six-hour intervals. Subcapsular orchidectomy followed 
by oral stilbcestrol for three months had proved ineffective though the serum acid 
phosphatase had fallen from 44.5 units to 3.8 units. After daily intravenous treat- 
ment with phosphorylated stilbcestrol, at first with 500 mg. and later with 250 mg., 
a marked subjective improvement occurred. He became free of girdle abdominal 
and sciatic type pain. Sedation was gradually diminished and finally stopped. Now, 
fourteen months since the start of treatment, the patient goes to his office daily. 
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A maintenance dosage of 500 mg. has been given thrice monthly. No obvious 
regression of the bone metastases is apparent. 

Tablets for oral maintenance therapy following the initial intravenous 
treatment have recently been introduced. In the event of relapse occurring, 
reinstitution of intravenous therapy is advised. From the available evidence 
phosphorylated stilbeestrol would appear to be a further useful weapon in 
controlling this distressing condition. 


URETHRAL STRICTURE 

Despite modern methods of treating venereal disease, urethral stricture is 
still commonly encountered. Intermittent bougie dilatation is generally em- 
ployed as the method of treatment. Life-long attendance is required al- 
though, when adequate dilatation is achieved and maintained, intervals of 
up to a year between treatments can be allowed. It is not generally appre- 
ciated that a high rate of complications develop in the course of this disease. 
Upper urinary-tract dilatation and infection, renal calculi, bladder diver- 
ticulum, prostatitis and prostatic calculi are the chief of these. The difficulty 
of preserving a requisite urethral lumen and the development of periurethral 
fibrosis with urethral fistula in some of the more severe cases (fig. 3) add 
to the morbidity rate and help to emphasize the desirability of some method 
of treatment alternative to bougienage. Swinney (1954) in this country and 
Johanson (1953) in Sweden have separately evolved plastic reconstructive 
operations with this objective. Both workers base their operations on the 
fact that a strip of epithelium, either skin or urethral mucosa, in direct con- 
tinuity at one or both ends with a tube (the urethra) will, when buried 
beneath the skin, form a tube of similar or greater diameter to that with 
which it is in continuity. As a first stage the strictured urethral tube is either 
incised longitudinally so that it opens out to form an epithelial strip or gutter 
to the margins of which the surrounding skin is sutured; or the strictured 
urethra is entirely removed and the hollow left is lined by skin brought in 
from the edges of the wound. The intact urethra runs off from the gutter at 
its proximal and distal ends. At a second operation about eight weeks later 
the skin is undermined along each edge of the gutter and sutured over it, the 
buried epithelial strip now forming a tube which connects proximal and distal 
urethral segments. Observations extending up to seven years after opera- 
tion without bougie dilatation confirm the absence of recurrent stricture. 
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BeEFORE writing of recent advances in cardiac surgery it is important first to 
state the general position. Direct operations on the heart have now been 
performed routinely and in increasing numbers for nearly ten years but 
they are still thought of as dramatic and spectacular procedures. This is a 
conception which is liable to undervalue their position in treatment. Even 
though cardiac surgery may be considered dramatic and spectacular it is, 
in fact, firmly established as a sound practical every-day procedure. Many 
of the operations on the heart are just as standard as are the older operations 
on the abdominal organs. In fact, one of the most important advances in 
cardiac surgery is this attainment of a firmly established successful position 
in routine surgery. 
MITRAL STENOSIS 

In no heart disease is this standard use of cardiac surgery more clearly seen 
than in mitral stenosis. Indeed, so firmly is mitral valvotomy established in 
every-day surgery, and so many patients are being operated on, that it 
scarcely finds a place in a presentation of recent advances. Little has changed 
in the operation, but during the eight to nine years since its general adoption 
it has won its place as one of the great operations of surgery. It owes its 
success to the fact that it follows an old and basic principle of general 
surgery: the relief of an obstruction. Mitral stenosis is obstruction of the left 
atrium, a condition which, if unrelieved, has profound secondary effects on 
the right ventricle and atrium and the lungs. When a satisfactory valvotomy 
relieves this chain of obstructive events the clinical result can be brilliant. 

In properly selected, uncomplicated cases the operative mortality is 
usually very low: about one per cent. In certain groups of advanced or 
complicated cases the mortality may be as high as 20 to 30 per cent. 

Cases are now appearing in which a second operation has to be considered 
owing to return of symptoms. Sometimes this relapse has nothing to do 
with the state of the mitral valve: it may be due to a technically faulty initial 
operation. In other cases, very few, it is due to re-stenosis. When a second 
valvotomy is needed it can be done with scarcely any greater risk than a 
first operation. 

AORTIC STENOSIS 
Just as mitral stenosis is obstruction of the left atrium so aortic stenosis is 
obstruction of the left ventricle. It is important that the disease should be 
considered in this way as it will then be appreciated that the only useful 
treatment in all but the mildest cases must be surgical; the obstruction must 
be relieved if the patient is to be helped or his life saved. Unhappily, symp- 
toms in aortic stenosis are often trivial or absent until the left ventricle 
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begins to show signs of failure, and the end is then usually not far away. 
This is so even in children or young adults. 

The assessment of these patients in the past has been largely empirical or 
haphazard. Today, cardiac catheterization provides a valuable means of more 
critical assessment, and especially left heart catheterization by direct per- 
cutaneous left ventricular puncture. This sounds a risky procedure but is 
actually simple and safe. In the nearly one hundred patients on whom the 
method has been used at Guy’s and the Brompton Hospitals, no trouble at 
all has been encountered. The pressure in the left ventricle can be compared 
with the peripheral arterial pressure obtained by puncture of the brachial 
artery and the gradient across the aortic valve is estimated. Thus it may be 
found that, whereas the brachial artery pressure is 100/80 mm. Hg, the 
pressure in the left ventricle is 250/10 mm. Hg: a systolic gradient of 
150 mm. Hg. Clearly the left ventricle will not long withstand such a grave 
mechanical disadvantage. Conversely, left ventricular puncture may reveal 
that there is little or no gradient across the aortic valve, indicating that the 
condition is not clinically important and suggesting that any symptoms are 
due to other causes. 

Aortic valvotomy has now been done in sufficiently large numbers to be 
established as a valuable therapeutic method. The whole position has 
recently been fully discussed (Brock, 1957): it has been shown that in all 
but severe cases in impending or partial failure the mortality need be no 
more than 10 to 15 per cent. The results are good in some 70 per cent. of 
survivors. 

In younger patients, and when the valve is not heavily calcified, the val- 
votomy is best done as an open operation, either under hypothermia or by 
use of a total heart-lung by-pass. The latter more complicated procedure 
seems scarcely necessary as the five to six minutes of arrest of the circulation 
needed to open the aorta and divide the valvar stenosis under direct vision 
is amply provided by hypothermia in which the body temperature is re- 
duced to 30°C. Although some surgeons are applying an open technique for 
all cases even when the valve is heavily calcified, it would seem that this will 
involve a much higher mortality than results from the ‘blind’ transventricular 
operation which is done with relatively little disturbance by inserting instru- 
ments to the valve through a small incision in the left ventricle. 

Aortic stenosis and mitral stenosis often coexist in rheumatic cases and 
the two conditions can both be relieved at the same operation. This is well 
tolerated and the mortality is less than in pure aortic stenosis. 


AORTIC REGURGITATION AND MITRAL REGURGITATION 
A small amount of aortic regurgitation does not preclude successful operation 
on aortic stenosis when the stenosis is dominant. The same applies to a 
small degree of mitral regurgitation accompanying significant mitral stenosis. 
When regurgitation is the sole or principal lesion, however, whether it be 
aortic or mitral, surgery has little to offer as yet. 
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Numerous operations have been devised, practised and recommended to 
cure regurgitation but so far none has proved satisfactory. In all, the mor- 
bidity and mortality have been high and the results poor. Various ingenious 
pericardial flaps and slings have been inserted; plastic structures have been 
introduced to reinforce the leaking valve; circumferential ligatures have 
been passed to reduce the size of the aortic or mitral valve ring. ARhough 
some of these procedures may be justified in advanced cases, there can be 
no question that it is improper, as yet, to use them on young and relatively 
well patients. The Hufnagel plastic valve, inserted into the upper part of 
the descending aorta, has had a great appeal but it cannot be recommended. 
The mortality of insertion has been high and the results have been shown 
to be poor. This is quite apart from the grave disadvantages of introducing 
a large foreign body into an important vessel like the aorta. 


CONGENITAL CYANOTIC HEART DISEASE 
Among the conditions causing cyanotic congenital heart disease, transposi- 
tion of the great vessels still remains incurable. Most infants with this con- 
dition die young and so far no curative operation has been evolved; some 
palliative procedures have proved useful. 

In the group of cyanotic cases in which pulmonary stenosis is the im- 
portant lesion, the story is quite different and considerable success can be 
achieved. The introduction, some twelve years ago, of the Blalock-Taussig 
operation of anastomosis between the pulmonary artery and a branch of the 
aorta (usually the subclavian artery), or the Potts modification of direct 
anastomosis between the aorta and the pulmonary artery, marked a brilliant 
advance in treatment. Hope was provided where none previously existed. It 
must be realized that these operations are in the nature of a short-circuit 
and are designed to carry more blood to the lungs; they do nothing to 
relieve the essential pulmonary obstruction which continues unrelieved and 
indeed progresses as the years pass. When complete pulmonary atresia or 
tricuspid atresia is present no other operation is possible. 

We now have another means of treating these cases of Fallot’s tetralogy 
in which a pulmonary stenosis, together with a ventricular septal defect, is 
the important lesion. The stenosis can be directly relieved by valvotomy of 
the pulmonary valve or by resection of the infundibular obstruction when 
this is situated below the valve. In this way the heart is rendered more 
normal in that the obstruction is largely corrected and more blood passes 
to the lungs by the natural route. 

These direct operations on the pulmonary stenosis were at one time said 
to be too difficult and dangerous to be acceptable and to have poor results. 
It has now been shown unequivocally that the mortality is relatively low (10 
to 12 per cent.) and is about the same as for the Blalock and Potts operations. 
The clinical result is excellent in some 75 per cent. of cases and, most im- 
portant, in a follow-up of some eight years the good results have been 
maintained. In contrast, a follow-up of the anastomotic operations shows a 
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steady deterioration of the good results and a high late mortality. ‘The evi- 
dence in favour of the operations for direct relief of the pulmonary stenosis 
is now becoming incontestable. 

Even with these direct operations the heart is still far from normal as the 
ventricular septal defect persists. The danger of a ventricular septal defect 
lies chiefly in the harmful effects on the pulmonary circulation whereby 
pulmonary hypertension is produced. There is sufficient residual pulmonary 
stenosis in most cases of Fallot’s tetralogy after operation to afford protection 
to the lung circulation; indeed a nice balance may be achieved between the 
systemic and pulmonary circulations. The septal defect, however, must 
always remain a hazard and recently attempts have been made to close it by 
open operation in addition to relieving the pulmonary stenosis. Hypothermia 
does not allow long enough operating time and so some form of heart-lung 
machine must be used. In this way complete cure can be achieved. The 
situation, however, is not so simple as this because the operative mortality 
has proved to be between 35 and 45 per cent—far too high for a curative 
elective procedure. This is not the place to discuss the elaborate problems 
introduced but, unless this high figure can be reduced, routine primary 
closure of the ventricular septal defect should be abandoned and a two- 
stage procedure substituted for all but especially favourable cases. 

In pulmonary valvar stenosis, in which there is no ventricular septal 
defect, pulmonary valvotomy gives good results with low mortality. Until 
recently the valvotomy was done as a ‘blind’ procedure by insertion of 
instruments through the wall of the right ventricle. The more popular opera- 
tion now is to open the pulmonary artery and to divide the valve under 
direct vision. To do this the circulation must be arrested for some four to 
six minutes, and hypothermia enables this to be done with no risk of damage 
to the brain. 

ATRIAL SEPTAL DEFECT 
Mention has been made of closure of the ventricular septal defect in cases of 
Fallot’s tetralogy and that the mortality is high. The circumstances are 
more favourable in cases of isolated ventricular septal defect in which no 
pulmonary stenosis is present. 

‘In atrial septal defect the outlook is even more hopeful: indeed, in all 
but complicated or advanced cases closure can be achieved with low mor- 
tality and good results. This is a common congenital heart lesion and until 
recently it resisted treatment. Disability and death occur early in life but 
quite often no trouble appears until the 4th or 5th decade; in general the 
expectation of life is considerably diminished and it is best to anticipate 
trouble in the twenties and prevent this by early operation. The commonest 
defect is a simple round or oval hole varying from 1 to 2 inches (2.5 to 5 cm.) 
in size; this, the ‘ostium secundum’ type is easily repaired. A more com- 
plicated type, and fortunately rarer, is the ‘ostium primum’ type in which 
the defect involves the mitral and tricuspid valves and may also be 
associated with a ventricular septal defect. In this group the operative 
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problems are greater and the mortality is higher. 

Although the simpler defects can be closed by certain methods of external 
suture without opening the heart these are steadily losing favour for the 
routine closure by direct suture under open vision. The circulation must be 
arrested for some five to ten minutes by occluding the two venz cave, and, 
in order to do this without damage to the brain, hypothermia is sufficient. 
The body temperature can be lowered to 30°C. either by some form of sur- 
face cooling or by blood-stream cooling; in this latter method catheters are 
inserted into the two venz cave via the right atrium and blood is circulated 
from the superior cava through a simple cooling coil back into the inferior 
cava. The same method is used for rewarming the patient as soon as the 
defect is closed. This technique enables the patient to be cooled and wermed 
in the shortest possible time. It is a simple matter to open the right atrium, 
expose the defect and close it by suture. 

So safe is this technique today in suitable cases that it can be recommended 
with confidence for the routine closure of all atrial septal defects except the 
smallest. The mortality is low and the results are good. The position has 
been won in atrial septal defect which is comparable to that in persistent 
ductus arteriosus: namely routine recommendation for closure to prevent 
disability and death in later life. 

When the condition has been allowed to progress to the stage of gross 
right-sided dilatation, right-sided failure or to irreversible changes in the 
pulmonary arteries giving severe fixed pulmonary hypertension, the outlook 
is quite different. Operative closure then carries a high mortality, hence the 
need for closure in early life. Although total heart-lung by-pass is often used 
for closure of atrial septal defect this is not necessary for the ordinary secun- 
dum type of lesion. It is, however, needed when the defect is more complex 
as in the ‘primum’ type because in that much more time is needed for careful 
closure than can be provided by hypothermia alone. 


VENTRICULAR SEPTAL DEFECT 
The prognosis for ventricular septal defect is much worse than for atrial 
septal defect. If the hole is small the patient may have almost a normal life 
expectancy, but in most others the onset of pulmonary hypertension and of 
irreversible changes in the lung vessels carries disability and death by the 
middle twenties. Many deaths occur in infancy and childhood. It is therefore 
more urgent to close the defect if possible. 

To do this the right ventricle must be opened widely in order to expose 
the defect so that it can be closed by suture under direct vision. As this 
closure may take twenty to forty minutes hypothermia is insufficient and 
some form of total heart-lung by-pass machine must be used. In addition, 
immense help is given by the use of ‘chemical arrest’ of the heart beat. By 
injecting a potassium citrate solution into the base of the aorta below a 
clamp and allowing it to perfuse the coronary arteries, the heart ceases to 
beat. The suture of the defect is thus rendered much simpler and more 
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precise in the inert, flaccid state of the heart. The arrest may continue for as 
long as forty to sixty minutes and as soon as the clamp is removed from the 
aorta and the artificial circulation (which has been nourishing the rest of the 
body) is allowed to perfuse the heart, the potassium citrate is washed out 
and the heart starts to beat again. There is therefore no longer any great 
technical difficulty in the way of actual closure of the septal defect. In fact, 
in mild cases in which the pulmonary resistance is not raised the mortality 
can be low, although still not as low as with atrial septal defect. The present 
mortality for the milder cases is probably between 10 and 15 per cent. 

So many patients with a ventricular septal defect, however, even infants 
or quite young children, already have such a raised pulmonary blood pres- 
sure and increased pulmonary vascular resistance that the operative mor- 
tality can be high. When the pulmonary resistance is raised, when for 
instance the pulmonary artery pressure is becoming near to or actually 
equals the systemic blood pressure, the mortality is in the region of go per 
cent. When the flow through the defect is reversed, from right to left, 
operation is bound to be fatal. In a mixed group of cases of varying severity 
the operative mortality is 30 to 40 per cent. It is thus clear that the greatest 
care must be exercised in selecting cases for operation and it is wrong to be 
stampeded into advising operation when conditions are quite unfavourable. 
Unfortunately, there has been so much newspaper publicity about the closure 
of ‘holes’ in the heart and of sending patients abroad to have it done, that 
there is danger of overlooking this high operative mortality which still exists. 


OPEN HEART SURGERY 
Much has been mentioned of surgery within the heart under direct vision 
and indeed the ability to do this is one of the very great recent advances. It 
is as well to summarize what can be done in this way and what special 
techniques are needed. 

Hypothermia.—Hypothermia, after an initial popularity, has recently 
fallen into some disrepute and the advent of successful tofal heart-lung by- 
pass by various machines has further caused it to be given up. This is a pity 
because if it is used within proper bounds it enables many types of open 
heart operation to be done with safety. If the temperature is not lowered 
below 30°C. or 29°C. the heart should give no trouble and up to ten minutes 
of operating time is provided within the open heart. This enables the surgeon 
to do open valvotomy on the pulmonary, the aortic and the tricuspid valves 
and sometimes on the mitral valve, if needed; stenosis within the right ven- 
tricle (infundibular) can be resected; tumours within the right or the left 
atrium can be removed; most atrial septal defects can be closed. All these 
can be done without the need for the greater elaboration, risk and expense 
of a heart-lung machine. 

Total heart-lung by-pass.—Many machines have been devised to replace 
the work of the heart and lungs for as long as sixty to ninety minutes. This 
is not the place to discuss these but it suffices to say that so far perfection 
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has not been achieved and much improvement is needed if the machines are 
to win a secure place in routine surgery. Some such method is needed for 
any operation in which it is necessary to arrest the circulation for more than 
ten minutes. The number of these is considerable and varied. The glamour 
and excitement attached to these machines and the great satisfaction with 
their successful use have tended to blind us to calm, detached assessment of 
the results and the mortality. 

In the two chief centres of their use, the Mayo Clinic and the University 
Hospital of Minneapolis, nearly 300 cases have been operated on at the 
former and nearly 400 at the latter. The over-all mortality still lies between 
35 and 40 per cent. and even though many of the conditions attacked are 
dangerous or hopeless, it still remains that the level of mortality is higher 
than can reasonably be accepted for routine, elective procedures. Therefore, 
if the heart-lung by-pass is to attain a secure place in cardiac surgery there 
will have to be either greater selection of cases or fundamental improve- 
ments in the machine itself. It is to be hoped that this will be achieved and 
that a reasonably low and satisfactory operative mortality will soon be 
possible. 

CORONARY HEART DISEASE 
Only brief mention can be made of the operative treatment of coronary 
heart disease. Much work has been done on the subject and operations 
resolve themselves into two groups: operations on the sympathetic nerves 
to relieve pain and operations to improve the blood supply to the myocar- 
dium. Obviously the operations of sympathectomy are essentially palliative 
and not curative; they still, however, have a place in treatment. 

Efforts to increase the blood supply fall also into two groups: those in 
which the aim is to bring more blood to the myocardium from nearby 
vessels, and those in which it is hoped to increase the anastomoses between 
the branches of the coronary arteries themselves. There is no good evidence 
that any of the various grafting operations or those in which an irritative 
process is set up (e.g. instillation of talc or asbestos into the pericardium) 
succeed in bringing more blood to the heart. Indeed the heart seems to 
resist the introduction of new vessels and new blood supply. 

There is, however, good evidence that in various ways (including the ir- 
ritative effects of substances and of various manceuvres) the inter-coronary 
arterial anastomoses can be improved. Claude Beck has emphasized for 
many years that even a very small increase of the blood flow to an ischzmic 
or threatened area cf myocardium may arrest fatal ventricular fibrillation and 
death, and may also relieve the various ischaemic features such as angina 
pectoris. It is probable that this increase of inter-coronary anastomoses is 
the reason for the success which appears to attend operations of the Beck 
type and of certain other types, designed for the relief of coronary heart 
disease. It seems as if a good place is being won for their use in suitable cases. 
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ADVANCES IN GERIATRICS 


By A. N. EXTON-SMITH, M.D., M.R.C.P. 
Physician, Whittington Hospital, London 


A report of the Ministry of Health on ‘Geriatric Services and the Care of 
the Chronic Sick’ (1957) has recently made recommendations based upon 
a national survey carried out in 1954 and 1955. The Minister favours the 
establishment of a geriatric department in every large hospital centre under 
the direction of a specialist physician who will be responsible for the 
organization of a geriatric service in the area. At present there are over 70 
geriatric units in Britain and several of these have been in existence for 
more than ten years. 

Attention is also being paid to means of improving the domiciliary care 
of elderly patients. In some areas consultative health centres for the aged 
have been set up with the aim of maintaining health in older members of 
the population and of detecting early signs of disease (Anderson and 
Cowan, 1955). In Belfast, a mobile team has been established for the 
rehabilitation of elderly invalids in their homes (Adams. 1957). This pilot 
scheme is considered to be an outstanding success since it can be run 
economically with the saving of hospital beds. Moreover, for a number of 
patients it provides a valuable ancillary service in the home. In some 
centres there exist schemes for relieving the strain on relatives by the 
admission to hospital of certain patients for limited periods (de Largy, 
1957), or by their care in day hospitals (Cosin, 1956). 

Information gained by the general practitioner can be of particular value 
in the treatment of the patient who has sustained a cerebrovascular catas- 
trophe. It is useful to have knowledge of the patient’s mental state, of any 
recent changes in his personality which may be indicative of previous 
thrombotic episodes and of the level of his blood pressure over a number 
of years. In this review attention will be paid to the cerebrovascular dis- 
orders and to a number of other conditions in which progress has been 
made in the understanding of their etiology, clinical features and treatment. 


CEREBROVASCULAR DISORDERS 
Disturbances of nervous function resulting from lesions in the cerebral 
vessels deserve careful consideration since altogether they form the com- 
monest cause of morbidity and mortality in old age. 

Vertigo and dizziness.—In his survey of a random sample of the aged 
population, Sheldon (1948) found that about half the subjects suffered from 
vertigo, the highest incidence being in women over the age of 85. Two 
main forms of dizziness or vertigo may be distinguished; the more common 
is postural dizziness which is brought on by a change in position of the body 
or head, and attacks of dizziness which may occur at any time while sitting 
or walking. 

October 1957. Vol. 179 (442) 








a ee i ee 


ae a a 








ADVANCES IN GERIATRICS 443 


Orma and Koskenoja (1957), in Finland, have recently analysed the 
causes of dizziness in the aged. They have shown a definite correlation be- 
tween the occurrence of dizziness and the symptoms and signs of cerebral 
arteriosclerosis; in fact the commonest cause of dizziness is a lesion in the 
central nervous system and there may be focal signs such as nystagmus, 
changes in reflexes, an extensor plantar response and ataxia of gait. 
Méniére’s disease is a comparatively rare cause (less than 5 per cent. of 
cases), and should be considered when dizziness has persisted from a 
younger age. Other less common causes of dizziness in old age include 
labyrinthine lesions (infective or degenerative), cardiac arrhythmias, angina 
pectoris and drug intoxications. It is interesting to note that in the investi- 
gation in Finland and in that carried out by Droller and others (1952) no 
correlation was found between dizziness and the level of blood pressure; 
hypertension is not a cause of dizziness and in Orma and Koskenoja’s 
series the mean level of blood pressure was about the same in the control 
group and in those suffering from dizziness. 

Little strokes.—Alvarez (1957) has again drawn attention to some unusual 
manifestations of ‘little strokes’. He points out that patients are often 
referred for radiological investigations for suspected lesions of the ali- 
mentary or biliary tracts on account of the abdominal symptoms which 
really result from minor cerebrovascular episodes. Some of the presenta- 
tions of ‘little strokes’ are ‘acute indigestion’; sudden epigastric pain; 
dizziness; vomiting and loss of smell, abdominal distension and diarrhea; 
rapid loss of weight; a bitter taste in the mouth; a burning tongue and 
difficulty in swallowing, with choking. Careful inquiry of the relatives will 
often disclose the fact that accompanying the onset of the symptoms there 
has occurred a change in the patient’s personality. If there is a period of 
confusion followed by depression, irritability and loss of powers of concen- 
tration the episode may be designated a ‘nervous breakdown’. There may 
be changes in the patient’s character so that he becomes disagreeable, sus- 
picious and mistrustful and there may be signs of moral deterioration with 
neglect of personal appearance and habits. Eventually, following a number 
of ‘strokes’, the clinical features may be those of arteriosclerotic dementia, 
arteriosclerotic Parkinsonism or pseudobulbar palsy. 

Cerebrovascular insufficiency.—Although Alvarez has given excellent 
clinical descriptions of ‘little strokes’, he offers no interpretation of their 
pathological basis. It is possible that they result from occlusions in smaller 
arteries with multiple areas of cerebral softening. Uncertainty also exists 
concerning the origin of the sudden transient disturbances of cerebral 
function which occur in elderly patients with cerebral arteriosclerosis. The 
attacks may be characterized by loss of consciousness, paresis of the limbs, 
aphasia, mental confusion and epileptiform fits; recovery may be rapid over 
the course of a few hours and there may be few residual signs. That these 
episodes do not necessarily result from cerebral arterial spasm is evident 
from the recognition in recent years of the syndrome of internal carotid 
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artery thrombosis. Following occlusion of one internal carotid artery a 
collateral circulation may be established through the circle of Willis and 
through the ophthalmic artery on the affected side. Such an event may take 
place asymptomatically; indeed this was recognized by Willis in 1684, who 
found at necropsy a blockage of the internal carotid artery in a patient who 
had shown no evidence of apoplexy during life. Nevertheless, in spite of 
the collateral circulation, cerebral blood flow in these patients remains 
precarious and they are liable to transitory episodes due to ischzemia. 

A common presentation is that of attacks of blindness in one eye with 
contralateral hemiplegia and the same pattern of disturbance is repeated in 
successive episodes. Alterations in the systemic circulation as a whole are 
probably of great importance in the causation of these manifestations of 
cerebral ischemia, not only in patients with internal carotid thrombosis 
but also in patients with advanced cerebral arteriosclerosis and narrowing 
of the major vessels. They may be brought about by the fall in blood 
pressure which occurs during rest in bed, by the reduction in cardiac out- 
put due to coronary thrombosis or by the diminution in circulatory blood 
volume consequent upon dehydration or hemorrhage. Although loss of 
function in cerebral ischemia may be transient, in some cases it is persistent 
and irreversible due to cerebral infarction. Moreover, persistent disability 
(for example, hemiplegia) may result from cerebral softening in the absence 
of complete arterial occlusion. In these cases changes in the general systemic 
circulation have played a major role in the causation of brain damage. 

Hypertensive cerebral disease.—Arteriosclerotic changes in the cerebral 
vessels are nearly always most pronounced in the region of bifurcations in 
the larger arteries at the base of the brain. Fisher (1954) points out that in 
the absence of hypertension atherosclerosis tends to spare two important 
groups of cerebral vessels: (i) the surface branches of the cerebrum and 
cerebellum, and (ii) the penetrating branches to the lenticular nucleus and 
the internal capsule arising near the origin of the middle cerebral artery, 
and to the thalamus and brain stem from the basilar system. On the other 
hand, in the hypertensive individual these two groups are particularly 
liable to be affected. Furthermore, the areas of softening which arise from 
blockage of the smaller penetrating branches may be only a few millimetres 
in diameter, but they produce a disproportionate disturbance of cerebral 
function owing to the concentration of tracts and structures in the deeper 
parts of the brain. Fisher uses the term ‘hypertensive atherosclerotic en- 
cephalomalacia’ to describe these lesions and considers them to be respon- 
sible for many cases of minor strokes and of pseudobulbar palsy seen in 
hypertension. Hughes and his colleagues (1954) have described the clinical 
features under the heading of ‘chronic cerebral hypertensive disease’ which 
again emphasizes the importance of hypertension in the pathogenesis and 
localization of the lesions. ‘The disease has a long duration of up to twenty 
years and the later stages are characterized by marked emotional lability 
and dementia. 
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TREATMENT OF CEREBROVASCULAR DISORDERS 
In the pathogenesis of all the conditions considered the importance of 
changes in cerebral circulation has been stressed. The volume of cerebral 
blood flow depends directly upon the height of the systemic blood pressure. 
Fall in blood pressure leads to cerebral ischemia or softening. In all cases 
of cerebrovascular disease in the aged attention should be paid to the 
general circulation and it is important not to overlook dehydration or ‘silent’ 
cardiac infarction. Moreover, for the elderly patient whose cerebral disorder 
is due to hypertension and atherosclerosis the use of hypotensive agents is 
contraindicated. Once cerebral arteriosclerotic changes have developed in 
the hypertensive individual no benefit can be expected from the treatment 
of the hypertension. This applies equally to the elderly patient with vertigo 
which may be mistakenly attributed to high blood pressure. For similar 
reasons the use of vasodilator drugs is to be avoided since, with the exception 
of carbon dioxide and papaverine, they produce widespread dilatation and 
increase in the blood flow to other organs at the expense of the cerebral 
circulation. Clarke and others (1954) found no increase in cerebral blood 
flow following the administration of tolazoline, and Harmel and others 
(1949) were unable to detect any change in flow after stellate ganglion block. 

The importance of activity must also be stressed and the patient should 
be nursed out of bed, since recumbency is conducive to fall in blood pressure 
and cerebral ischemia. Physical methods of rehabilitation offer the most 
profitable form of treatment. For the patient with vertigo Cooksey’s exer- 
cises are often valuable; they are designed to restore balance by the training 
of muscle and joint sense. 

The methods to be employed in the treatment of the patient whose 
principal disability is hemiplegia have been described elsewhere (Exton- 
Smith, 1955); attention must also be paid to the psychological aspects of 
brain damage and to the effect of certain residual disabilities on domestic 
resettlement. Plastic splints applied directly to the patient (Brennan, 1955) 
are of great value in the rehabilitation of many hemiplegic patients. Splints 
for the correction of deformity in the wrists, fingers and knee joints may 
not only prevent the development of contractures but also increase the 
range of useful movements in the paretic arm and leg. 


CONFUSIONAL STATES 
The elderly patient who is confused, disorientated and restless presents a 
major problem in home or hospital care. Usually the mental disturbance 
results from an organic disease which is often extra-cerebral. The etiological 
factors are many and often several factors operate in the same patient. 
Sometimes these may be readily apparent: for example, the cyanosis and 
hypercapnia seen in cor pulmonale. Unfortunately, more often the clinical 
detection of the underlying disturbance is difficult. Important conditions 
which may be overlooked are some of the cerebrovascular disorders already 
mentioned (particularly cerebral softening without hemiplegia), ‘silent’ 
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myocardial infarction, the hyponatremic state produced by mercurial 
diuretics in the treatment of cardiac failure, barbiturates given without 
analgesics to patients with pain, uremia, prostatic hypertrophy with 
urinary retention, and fecal impaction. Flint and Richards (1956) have 
recently analysed factors causing mental confusion in the elderly and they 
found an organic basis in 75 per cent. of cases. 

In the management of the patient the underlying cause must be sought 
and, if possible, treated before sedatives are given. An adequate fluid intake 
is essential and tube feeding may be required if there is difficulty in per- 
suading the patient to take nourishment. In the control of pain, pethidine 
or ‘dromoran’ is preferable to morphine which is often not well tolerated. 
If restlessness and confusion persist in circumstances in which it is im- 
possible to treat the underlying cause then sedation must be attempted. 
Paraldehyde, 5 to 8 ml. intramuscularly, should first be tried. Chlor- 
promazine remains one of the most useful drugs in the symptomatic treat- 
ment of agitated confusional states in the elderly: 25 to 50 mg. orally three 
times a day, or 50 mg. by intramuscular injection, will often prove effective. 
The possibility of this drug causing hypotension with its adverse effect in 
the aged should be borne in mind. Jaundice is a complication seen in 1 per 
cent. of cases but, as it results from obstruction in the bile canaliculi and 
not from hepatic cellular damage, it is rarely serious and it disappears after 
stopping the chlorpromazine. When control of restlessness and confusion 
has still not been obtained, then chlorpromazine in combination with a 
short-acting barbiturate (for example, amylobarbitone sodium) should be 
administered intramuscularly. Wilson (1955) emphasizes the importance 
of maintaining a great degree of activity for the patient during the day 
in order to combat the tendency to an increase in nocturnal restless- 
ness and wandering. 


MYOCARDIAL INFARCTION 

It is now recognized that cardiac infarction often has unusual manifestations 
in the aged. Some of the neurological disturbances which may occur have 
already been mentioned; they include vertigo, syncope or mental confusion 
resulting from a combination of cerebral arteriosclerosis, fall in blood 
pressure and sometimes fall in pulse rate. Hemiplegia may also occur 
without macroscopic evidence of brain damage or cerebral thrombosis. In 
these cases there is often no clinical evidence of coronary disease although 
the diagnosis may be suspected if a low blood pressure is found in a patient 
who is known to have been hypertensive; confirmation must depend upon 
electrocardiography. A ‘silent’ myocardial infarct may also present as a 
sudden exacerbation of existing dyspnea. Thus, the patient may be wakened 
at night by an attack similar to cardiac asthma and on rising in the morning 
he notices that he is more breathless than hitherto. 

In assessing the value of certain forms of treatment it must be remem- 
bered that the prognosis is poorer in the older person than in the younger. 
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The fatality rate increases with age in both sexes. Pearson (1955) found the 
mortality to be 46 per cent. in a group of patients over the age of 70, com- 
pared with 17 per cent. in a group under the age of 60. Some of the causes 
of high mortality in the aged are: (a) the diagnosis is often missed owing 
to the occurrence of infarction without pain; (b) the development of 
broncho-pneumonia is common and the patient’s condition deteriorates 
rapidly in the absence of any obvious cause; (c) serious disturbances of 
cardiac rhythm are not infrequent; (d) venous thrombosis with pulmonary 
embolism has a higher incidence in the aged. Moreover, as Pearson points 
out, ventricular rupture is more common in the aged: in his series the 
average age of the patients in which this complication occurred was 69 years, 
the youngest being a woman of 61. 

It is pertinent to inquire whether appropriate treatment can lessen the 
incidence of these complications. Anticoagulants are usually accepted as 
reducing the over-all fatality rate but Honey and Truelove (1957) have 
shown that their effect is less than is generally reported, with the exception 
of diminishing the number of deaths from pulmonary embolism. In view 
of the high incidence of this complication in the aged the use of anticoagu- 
lants is indicated, although over the age of 80 there is a greater risk of 
serious hemorrhage. In cases in which anticoagulants are not employed, 
elastic stockings should be worn since compression increases the linear 
velocity of blood flow in the leg veins and lessens the tendency to throm- 
bosis. Prophylactic antibiotics are of value in avoiding respiratory compli- 
cations, the signs of which are often mistaken for those of left ventricular 
failure. 

The question of bed rest is a matter of considerable importance. In the 
practice of geriatrics it is generally accepted that activity should be en- 
couraged and there are few indications for confining a patient to bed. In 
the case of the patient who has had a ‘heart attack’, however, the view is 
so firmly held by many medical practitioners and by members of the lay 
public that complete rest in bed for four to eight weeks is essential that 
should anything untoward happen to the patient while he is out of bed then 
the physician will be considered blameworthy. Yet, in fact, not only are 
complications more likely to occur if the patient is kept in bed but also 
it has recently been shown by catheterization studies that the work of both 
the normal and the diseased heart is 23 per cent. greater in the recumbent 
position than when the patient is in a chair with his feet down (Levine, 
1955). Thus, for most patients who have sustained cardiac infarction, or 
who have congestive cardiac failure, it is more effective to treat them in a 
comfortable chair with the legs in a dependent position. The only contra- 
indications are extreme weakness or symptoms of cerebrovascular insufh- 
ciency associated with hypotension. 


RESPIRATORY AND PULMONARY INFECTIONS 
Chronic bronchitis remains one of the most important causes of morbidity 








448 THE PRACTITIONER 


in the elderly, particularly in men. Moreover, respiratory infection is often 
a factor responsible for the development of cardiac failure. Means of pre- 
venting exacerbations of bronchitis in patients suffering from chronic 
bronchitis and emphysema, and in those persons who have already experi- 
enced attacks of cardiac failure, must therefore be considered. Undoubtedly 
the routine administration of small daily doses of an antibiotic (for example, 
tetracycline, 250 mg. twice daily) during the winter months proves an 
effective prophylactic measure in a large number of cases. There are, 
however, dangers attached to the employment of antibiotics over long 
periods, the most serious being the development of resistant staphylococcal 
infection. The severe diarrheea of staphylococcal enterocolitis causes changes 
in the fluid balance of the body similar to those occurring in cholera, and 
the mortality is high. Fourteen of the thirty-one patients with staphylo- 
coccal diarrheea following antibiotic therapy died in the series reported by 
Cook and his colleagues (1957). Fortunately this complication is less often 
seen in patients treated in their own homes. 

Prolonged chemotherapy is also of value in the treatment of chronic pul- 
monary tuberculosis. The notification rate for this disease in men over the 
age of 65 has shown a steady increase during the past ten years so that it 
is becoming a geriatric problem. Wilkins (1956) has drawn attention to the 
manner in which pulmonary tuberculosis may reveal itself in the elderly. 
Weakness and loss of weight, often considered to be the normal accom- 
paniments of old age, may be the only symptoms; pyrexia, sweating and 
anzmia may not be conspicuous features. The true nature of the ‘bron- 
chitis’ in an old man is revealed only when his grandchild develops miliary 
tuberculosis. The control of tuberculosis in the community depends to a 
large extent upon the recognition of chronic fibroid phthisis in elderly 
men and on its treatment by prolonged chemotherapy. Douglas and Horne 
(1956), using combinations of streptomycin, PAS and isoniazid, were suc- 
cessful over long periods in rendering the sputum bacteriologically negative 
in all cases of advanced pulmonary tuberculosis with persistent cavitation. 
Besides reducing the danger to the family the patient also benefited from 
subjective improvement and gain in weight. 


AN ZMIAS AND THE ALIMENTARY TRACT 
The increasing incidence of achlorhydria with age is well recognized; after 
the age of 60 the stomach fails to secrete acid in response to histamine in 
about 30 per cent. of persons. This is generally thought to be one of the 
factors responsible for the common occurrence of mild iron-deficiency 
anzmia in old age. Recently, however, Witts (1956) has drawn attention to 
investigations which indicate that deficiency of iron leads to achlorhydria. 
In the stomach, as in the pharynx, iron is necessary for the renewal of the 
rapidly multiplying mucosal cells and when it is not supplied the mucosa 
degenerates. In some persons the ability to secrete acid returns after treat- 
ment with iron, although by the age of 60 the changes have usually pro- 
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gressed too far to be reversed. Thus, the occurrence of koilonychia, atrophic 
gastritis with achlorhydria, glossitis, angular stomatitis and dysphagia are 
to be correlated with low serum-iron levels and there is often no direct 
relationship with the degree of anemia. The importance of these findings 
lies in the fact that dysphagia of the Plummer-Vinson syndrome may occur 
in the absence of anemia and the possibility of iron deficiency may be over- 
looked; moreover, the condition is precancerous since very often in cases 
of post-cricoid carcinoma there is a previous history of this type of dys- 
phagia. It seems likely that the early correction of iron-deficiency states in 
younger life would reduce the incidence of carcinoma of the hypopharynx 
and of the stomach in elderly women. 


CONCLUSION 
Patients of all ages have benefited from many of the recent therapeutic 
advances, but the aged in particular have derived benefit from a more 
optimistic and active therapeutic endeavour. Effective treatment also de- 
pends upon the realization that many diseases such as cardiac infarction, 
pyelonephritis and osteoporosis of the spine may for long exist in a ‘silent’ 
state without marked manifestations. It is important to detect and to treat 
every such disorder at an early stage in its clinical course. In fact, much of 
the progress in geriatrics in recent years has been based upon the fuller 
understanding of the possibilities of treatment and rehabilitation of elderly 
patients. 
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ADVANCES IN PREVENTIVE 
INOCULATION 


By H. J. PARISH, M.D., F.R.C.P.Eb. 
Clinical Research Director, Wellcome Research Laboratories, Beckenham 


Tuis survey follows the general plan of my previous article under this title, 
which was published in this journal in October 1954 (Parish, 1954). 


TOXOIDS 

Diphtheria.—In 1956, there were only 51 cases and 8 deaths from diphtheria 
in England and Wales, compared with over 45,000 cases and 2,400 deaths in 
1940, the year in which a national immunization campaign was launched by 
the Ministry of Health. Unfortunately, many parents neglect to have their 
children immunized, partly because this disease is rare and is no longer 
regarded by laymen as a potential menace. All experts emphasize the danger 
of neglecting immunization. 

The prophylactics known as purified toxoid aluminium phosphate 
(P.T.A.P.) and alum-precipitated toxoid (A.P.T.) are less used than for- 
merly. They have high antigenicity, but the incidence of associated polio- 
myelitis has been higher with these alum-containing preparations than with 
weaker prophylactics, namely, purified formol toxoid (F.T.) and toxoid- 
antitoxin floccules (T.A.F.). It is officially recommended (Ministry of 
Health Circular 8/57) that the primary course of F.T. should consist of two 
doses, each of 1 ml., at an interval of at least four weeks: immunization 
should take place at about eight or nine months of age so that protection can 
be completed before the first birthday. T.A.F. is usually administered in 
three doses of 1 ml., spaced by four weeks. Unfortunately, it contains a 
small amount of horse serum to which a person might become sensitized. 

Tetanus.—In England and Wales, there were about 30 deaths from tetanus 
in 1956. As a result of surgical intervention and the prophylactic use of 
antitoxin in many cases of injury, the risks of contracting the disease are not 
high in civil life in peacetime. Antitoxin is widely used, but is sometimes 
followed by allergic reactions and usually protects only for ten to fourteen 
days. This period may sometimes be much shorter in persons who have 
been given horse serum previously and have become sensitized. Active im- 
munization with toxoid has none of these disadvantages and is the ideal 
method for the prevention of tetanus. Patients who, in an emergency, have 
been given tetanus antitoxin to confer passive immunity should receive a 
full course of toxoid, beginning six to eight weeks later, so that they may 
develop the longer-lasting active immunity. The prevention of tetanus in 
injured persons is discussed by Parish, Laurent and Moynihan (1957), who 
consider it is important to ‘give a record card to the patient or parent, and 
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ask him/her ‘to keep it in a safe place, as in the event of injury it will be 
required as soon as possible by either the hospital or the private doctor’. 

Immunization against tetanus was completely investigated by Barr and 
Sachs (1955), whose report was the basis for the measures now adopted in 
the British Army. 

BACTERIAL VACCINES 
Typhoid fever.—Phenolized T.A.B. (typhoid, paratyphoid A and paraty- 
phoid B) vaccine afforded better protection than alcoholized material in 
controlled clinical trials in Yugoslavia carried out under the auspices of the 
World Health Organization. The former type of vaccine is now generally 
preferred. Data showing its considerable prophylactic value among British 
and Indian troops in India are given by Ahuja (1957). 

The American intradermal method is being used more extensively for 
boosting doses, but is seldom advocated for primary immunization (War 
Office recommendations, 1957). The usual dose is 0.1 ml. every one to two 
years for boosting. The site preferred is behind the posterior border of the 
distal portion of the deltoid muscle. 

Whooping-cough.—The control of whooping-cough is important, since 
notifications remain as high as they were ten years ago. Deaths are still 
diminishing—there were only 95 in 1956 in England and Wales, but the 
majority of these were in babies under one year of age. Since the disease is 
most serious in babies, the commencement of immunization is often advised 
‘at any time after the first month’. 

The latest report on the trials arranged by the Medical Research Council 
(1956a) gave confidence in the methods now being used in the preparation 
and testing of British vaccines. In the preliminary report (1951), 87 per cent. 
of unvaccinated and 18 per cent. of vaccinated children of pre-school age 
were infected when pertussis occurred in their own families. According to 
the 1956 report, when four vaccines (including three prepared in this 
country) were tested in comparable groups, the over-all secondary attack 
rate in ‘home exposures’ was 14 per cent., thus confirming the earlier find- 
ings that the protection of children may be substantial. The report was 
reassuring about the possibilities of preparing vaccines of useful stability. 

Tuberculosis.—The incidence of tuberculosis has continued to fall rapidly 
in this country, where the use of BCG vaccine has been extended to include 
children who will shortly be leaving school. The global figure for vaccina- 
tions has exceeded 145 millions, and conjecture about the efficacy of 
BCG has at last been settled by statistical evidence; the first (progress) 
report (1956b) of the M.R.C. Tuberculosis Vaccines Clinical Trials Com- 
mittee showed that BCG afforded protection to 81 per cent. of the vaccinated 
(for at least the first four years after vaccination) and that the vole bacillus 
of Wells gave somewhat similar protection. If in due course the M.R.C. 
trial shows that protection lasts for ten years, then the age of routine vac- 
cination should probably be reduced from 13 years to 10 or 11 years. 

With regard to tuberculin testing, the Mantoux intradermal and Heaf 
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multiple-puncture tests are both well established in Great Britain. The jelly 
patch test and its modifications, and the von Pirquet and adrenaline-von 
Pirquet tests, are unreliable and are consequently becoming obsolete. 

Irvine’s concise, lucid and very practical handbook on ‘B.C.G. and Vole 
Vaccination’ (1957) should be consulted for help and guidance in this in- 
tricate field. This book includes details of tuberculin testing. 


VIRAL VACCINES 

As antisera are of little value in the control of established viral diseases, 
emphasis is necessarily placed on active immunization with specific vaccines, 
so that antibodies will be developed before infection occurs. Viruses require 
living cells for their propagation, and the presence of antibody in blood or 
tissue fluids may prevent the invasion of fresh cells by extracellular infection, 
although it may not reach intracellular virus. There have been many recent 
advances in virology and in the preparation of viral vaccines. 

Smallpox.—The recorded number of infant vaccinations in England and 
Wales was still as low as 36.4 per cent. in 1955. In some cities the number 
was only 2 per cent. Public health measures for the control of smallpox have 
therefore to be adapted urgently, and at considerable risk, to meet emer- 
gencies as they arise. A purified vaccinia virus (freeze-dried) is now available; 
being stable it simplifies the storage problem and replaces the relatively un- 
stable vaccine lymph, which had important disadvantages, particularly for 
epidemic reserves and also in tropical countries. 


Other developments include improved techniques for destroying contaminating 
bacteria, and methods of reducing the amount of extraneous epithelial debris. 
Methods of titrating the potency of the vaccine have also been improved, especially 
through the introduction of pock-counting on the chorio-allantois of the developing 
chick. These advances have been discussed by McClean (1955). 


The multiple pressure method of vaccination has become popular and is 
having undoubted success. The scratch method may be considered for use 
as an alternative procedure (Ministry of Health Memorandum, 1956). 

Rabies.—Various attenuated vaccines have been investigated. For pro- 
phylaxis after exposure, the early administration of hyperimmune serum 
followed by a course of vaccine has been suggested as a more rational pro- 
cedure than vaccination alone, especially in cases in which exposure has been 
severe or where the incubation period is expected to be short. 

Yellow fever.—Vaccine prepared from an attenuated strain of pantropic 
virus (17 D) has continued to produce complete immunity, persisting for 
several years. Unfortunately, a very small number of cases of mild encephali- 
tis in infants under the age of nine months has occurred after vaccination. 
None of the cases has been fatal. Whenever practicable, postponement until 
the age of nine months is advisable, and no child under this age should be 
vaccinated without parental consent being obtained in writing. 

Common cold and influenza.—The search for a useful ‘cold’ vaccine has 
been unsuccessful. Nevertheless, protection has been obtained in the United 
States against ‘febrile catarrh’ (a condition with a higher incidence of sore 
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throat and cough than is usual with the common cold). This related infection 
is caused by viruses, variously termed adenoidal-pharyngeal-conjunctival 
agents, or A.P.C. viruses, or the adeno-virus group. 

The World Influenza Centre has collected much information and many 
strains of influenza virus for study. In the event of the emergence of a new 
epidemic strain, a homologous vaccine could be prepared for field trials, and 
possibly even for general use. According to some experts, a close match is 
necessary between the vaccine strain and the strain of virus causing an 
epidemic. Other experts, notably those in the United States, hold that the 
vaccine need not be directed against one recent specific strain, but may 
be a mixture of old and new strains; they believe that the influenza viruses 
contain a finite number of antigenic components which undergo quantitative 
rearrangements between epidemics. A comparative investigation has been 
planned. Finally, it is unrealistic to believe that influenza can be effectively 
controlled by the agents now available. 

Poliomyelitis —Formaldehyde-killed vaccines (Salk), prepared from all 
three known types of poliomyelitis virus, have been very successful in the 
United States and elsewhere. Early experience (1955) demonstrated the need 
for more stringent testing to exclude surviving, living virus. Since this has 
been put into practice no further accidents have occurred, although some 
70 million persons in the United States have now been injected. The virulent 
type I (Mahoney) strain is used in American vaccines, whereas it has been 
replaced by the partially attenuated Brunhilde (Enders) or Brunenders 
strain in British vaccines. 


The viruses are grown separately on monkey-kidney tissue, and are inactivated by 
formaldehyde. Monkeys, which have been made specially sensitive to poliomyelitis 
virus by the administration of cortisone, are used for safety tests. They are also of 
value in potency tests: after immunization, they are bled for the determination of 
serum antibody by tissue-culture-neutralization tests. The tests of the manufacturer 
are duplicated by the Licensing Authority as a check on the findings. 


American preparations have reduced the incidence of paralytic polio- 
myelitis to one-fifth to one-quarter, compared with the unvaccinated; this 
has been achieved after a two-injection schedule. With good American 
vaccines, the incidence may be reduced to less than one-tenth, after three 
doses. In British children aged 14 to 9} years, after vaccination with British 
vaccine, the attack-rate of paralytic poliomyelitis in the 1956-57 season was 
only one-fifth of that of unvaccinated children (M.R.C. Report, 1957). 

Living vaccines are likely to remain in the experimental stage for some 
years, because of the difficulty of ensuring the stability of attenuated. cul- 
tures. In clinical trials on a small scale in Belfast, an instance of reversion to 
virulence was detected, fortunately before there were adverse clinical effects 
(Dane et al., 1957). 


COMBINED PROPHYLACTICS 
Combined antigens, even without alum, carry a slightly greater risk of pro- 
voking poliomyelitis than single antigens (without alum), according to the 
M.R.C. Report on Poliomyelitis and Prophylactic Inoculation (1956c). 
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Nevertheless, there is reason to believe that mixed prophylactics (alum-free) 
will continue to be widely used. The estimates of the risks were based on 
very small numbers of cases. Moreover, the findings of the M.R.C. Com- 
mittee have not so far been confirmed in the United States and Canada. 

Diphtheria, whooping-cough and tetanus.—As whooping-cough is very 
dangerous in the first year and especially in the first six months of life, many 
experienced clinicians now insist that diphtheria-tetanus-pertussis (or triple) 
prophylactic must be injected at the beginning of the second, third and 
fourth months. This early start carries the disadvantage that some infants 
may be insufficiently protected against diphtheria, as a result of interference 
with their responses to toxoid from placentally transmitted antitéxin. The 
risks to the young infant at the present time, however, are greater from 
pertussis than from diphtheria. 

The first birthday is a suitable time for ‘calling up’ all infants in order to 
review their immunization. When the primary course has been given early, 
a boosting dose at this time is important so that infants with only potential 
immunity to diphtheria may be sufficiently protected following good secon- 
dary responses. The boosting dose also enhances the protection against 
tetanus and pertussis. Those babies who have not received triple prophylac- 
tic before the ‘call-up’, should then receive a primary course of three doses. 
Perhaps another indication for a boosting dose, either of the triple prepara- 
tion or of the specific antigen, would be exposure to diphtheria or whooping- 
cough or the receipt of a dirty cut. 

Triple prophylactic is sometimes used for further boosting at school 
entry, thus including further protection against pertussis. But since this in- 
fection is relatively mild at school age (5 to 15 years) and responds more 
readily to other treatment, reinforcing doses against pertussis are certainly 
not worth while for children over the age of seven years. 

In the event of a serious outbreak of poliomyelitis in an area, all injections 
are usually postponed at the discretion of the local health authority, although 
the opportunity to have some children immunized may be lost for good. 

The preliminary results obtained in the United States with a quadruple 
prophylactic (triple prophylactic plus poliomyelitis vaccine) have been en- 
couraging (Salk, 1957; Kendrick and Brown, 1957). Further work is in pro- 
gress on problems of interference between the various constituents. A 
balanced mixture of this type would be invaluable, since mothers as well as 
their children are likely to object to the large number of needle-pricks re- 
quired for primary injections and boosting with a variety of single antigens. 

Tetanus and enteric fever.—A mixture of tetanus toxoid and T.A.B. vaccine 
(T.A.B.T.) is now used in the Services of this country. With some prepara- 
tions, the response to the tetanus component has been greater than that 
following the injection of tetanus toxoid alone. The Canadians, who have 
used T.A.B.T. (phenolized) or T.A.B.T.D.(D = diphtheria) since the early 
years of the 1939-45 War, have been very satisfied with the results obtained. 

Smallpox and yellow fever—A mixture of smallpox and yellow fever vac- 
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cines is used by the French for mass immunization in Africa. The Ministry 
of Health and the Department of Health for Scotland recommend separate 
administration. Yellow fever inoculation should precede primary vaccina- 
tion against smallpox by at least four days. But when infants under nine 
months old have to be vaccinated against both yellow fever and smallpox, 
the interval should always be at least twenty-one days. 


ANTISERA IN PREVENTION 
Recent work with antisera has been mainly with the antiviral group. Gamma 
globulin, to which many antiviral substances are attached, is prepared in 
this country almost entirely from normal (adult) human serum. It is now 
being used more widely. It has the advantage over convalescent serum and 
other human blood products of being almost entirely free of the risk of 
producing serum hepatitis. 

Measles.—The dosage scheme in Britain is based on the age of the child 
(McDonald and Cockburn, 1954), whereas, in the United States, it is based 
on body weight. The aim in healthy children is attenuation, so that per- 
manent immunity develops following a mild attack. Complete prevention is 
usually preferred in children who are suffering from some other complaint, 
such as diphtheria, whooping-cough or gastroenteritis, or who have under- 
gone an operation or are debilitated. 

German measles.—In view of the well-recognized connexion between 
maternal rubella and miscarriages, stillbirths, and congenital defects, it is 
recommended that gamma globulin be administered to all women exposed 
during the first four months of pregnancy, unless there is a clear history of 
the patient having had the disease. 

Poliomyelitis —Gamma globulin is now seldom used in prevention, except 
perhaps for pregnant women who are exposed to the disease. Doctors, 
students and nurses who come in contact with acute cases are actively im- 
munized before exposure, and should not require gamma globulin. 

Infectious hepatitis.—Protection with gamma globulin is specially required 
for the unhealthy child and the pregnant woman. Other adults likely to be 
exposed, such as nurses in institutions where hepatitis may be endemic, 
might also be protected. 

Vaccinia and smallpox.—Gamma globulin prepared from the blood of 
recently vaccinated donors is available in England for the treatment of 
generalized vaccinia and vaccinial infections endangering the eye. It has 
also been used, in special circumstances, for the protection of unvaccinated 
contacts of smallpox. 

Rabies.—Unlike the other antisera in this group, the preparation used is 
not gamma globulin but concentrated, immune rabbit serum, sheep serum 
or horse serum. In the British Army, rabies antiserum is used only for 
severe bites in areas of special danger (e.g. the head and neck), since it is 
liable to cause serious sensitization (War Office recommendations, 1957). It 
has also been suggested by the World Health Organization that the 
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administration of antiserum should be followed by a short course of vaccine. 


RECORDS 

No excuse is necessary for emphasizing once again the need for careful 
records of all injections, noting: the date of inoculation, the correct names 
of the preparations, the batch numbers, the doses administered, and any 
local or general reactions. The patient or parent should also be given a 
record card with the essential data. He should be asked to keep it in a safe 
place, as, in an emergency, it may be required urgently. This applies 
especially to records of injections for the prevention of tetanus. 


SUMMARY 

Toxoids.—Active immunization against tetanus and diphtheria is very im- 
portant and should be encouraged for the reasons stated. 

Bacterial vaccines.—Clinical trials have established the value of whooping- 
cough vaccine, and of BCG vaccine in tuberculosis. 

Viral vaccines.—Purified smallpox vaccine (freeze-dried) is stable, and 
therefore has replaced vaccine lymph, especially for epidemic reserves and 
use in the tropics. Vaccination against influenza is still in the experimental 
stage. Salk-type vaccines are fully recognized as effective agents against 
poliomyelitis. 

Combined prophylactics.—Diphtheria-tetanus-pertussis (so-called ‘triple’) 
prophylactic (alum-free) is recommended for young children. A quadruple 
prophylactic (triple prophylactic plus poliomyelitis vaccine) has given en- 
couraging results in the United States. 

Antisera in prevention.—The uses of gamma globulin in Britain are re- 
viewed. 

Records.—The need is stressed for accurate, readily available records, 
especially in connexion with injections for the prevention of tetanus. 
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Many of the modern advances in the treatment of tropical conditions have 
derived, as might be expected, from the application of therapeutic measures 
recently introduced in general medicine, such as the use of sulphonamides, 
antibiotics and cortisone derivatives. Other advances have resulted from 
determined and progressive research which has led to the synthesis of 
specific chemotherapeutic compounds such as proguanil and chloroquine in 
malaria. Some techniques have been borrowed from other fields, including 
veterinary medicine, others originate in intensive studies of the basic 
physiological and pathological processes concerned, for instance, in nutri- 
tional disturbances. 

It is impossible to discuss these things in any detail here. Nevertheless, an 
attempt has been made to present the major developments of the last two 
decades in some of the common conditions met in the tropics. Certain 
omissions concerning widely spread infections have been dictated by limi- 
tations of space. Thus, the treatment of typhoid by chloramphenicol, of 
bacillary dysentery by sulphonamides, of brucellosis by antibiotics and of 
leptospirosis by penicillin, has had to be excluded. Reference to virus infec- 
tions has not been made since, despite the recent considerable expansion of 
our knowledge of their etiology, very little firm progress has been made in 
their specific treatment, with the possible exception of antibiotics and sul- 
phonamides in trachoma and lymphopathia venereum. 


PROTOZOAL INFECTIONS 
MALARIA 
Chemotherapy is based on the use of modern synthetic antimalarial drugs 
and upon the recently acquired knowledge of the tissue phases of the 
life cycle of the parasites. In infections with P. vivax (and probably P. 
malaria and P. ovale) these tissue forms persist after the erythrocytic phase 
is established; in P. falciparum infections they probably do not. 

In uncomplicated P. falciparum infections the erythrocytic parasites can 
be eradicated by the recognized schizonticides, the best of which is the syn- 
thetic 4-amino-quinoline, chloroquine, administered orally as the phosphate 
or the sulphate. The commonest dosage regime for an individual not pre- 
viously exposed to infection (non-immune) is as follows: four tablets (600 
mg. base) immediately on admission; two tablets (300 mg. base) after six to 
eight hours; two tablets (300 mg. base) next morning and on two or three 
successive mornings. An individual exposed to frequent reinfection (im- 
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mune) requires less drug; the clinical attack can often be controlled by the 
administration of two tablets (300 mg. base) of chloroquine or of some other 
4-amino-quinoline, for example, amodiaquine. 

Complicated falciparum malaria is still commonly treated by parenteral 
administration of quinine, but chloroquine (200 to 500 mg. base intra- 
venously or intramuscularly once or twice in twenty-four hours) is now 
widely and successfully used. Cortisone has been tried successfully in black- 
water fever. 

In P. vivax infections in non-immunes any schizonticide will deal with 
the erythrocytic parasites but to prevent relapses the persistent liver infec- 
tion must be eradicated. This can be achieved by giving an 8-amino-quino- 
line, either the well-tried pamaquin or one of the newer American derivatives 
such as primaquine. For over twenty years the following combination of 
drugs has been used successfully: quinine sulphate, 10 grains (0.6 g.) 
thrice daily, and pamaquin, 8 to 10 mg. (base) thrice daily, given together 
for ten days. Synthetic schizonticides are now often substituted for quinine: 
for example, proguanil, 100 mg. thrice daily for the full ten days. Primaquine 
may be substituted for pamaquin, in doses of 7.5 mg. twice daily or 15 mg. 
as a single dose once daily. Results are much the same whichever 8-amino- 
quinoline is used; the infection is eradicated in about 95 per cent. of the 
cases. Both drugs are toxic if the therapeutic dose is exceeded. 

Immune subjects are given schizonticides only, in doses as recommended 
for P. falciparum infections. 

Chemosuppression and Chemoprophylaxis.—The early liver forms of P. 
falciparum are destroyed by proguanil or pyrimethamine. The use of these 
drugs in individuals exposed to infection for the first time will thus destroy 
the parasite before the erythrocytes are invaded and so prevent clinical 
malaria (causal prophylaxis). Proguanil, pyrimethamine, chloroquine (and 
other 4-amino-quinolines), mepacrine and quinine (the least effective) act 
on the erythrocytic forms of all four human parasites and thus suppress 
clinical manifestations so long as they are administered. In P. falciparum 
their use commonly leads to radical cure so that relapses do not follow with- 
drawal of these drugs. Relapses are common in the other infections, however, 
since the persistent tissue parasites are unaffected. 


TRYPANOSOMIASIS 

African trypanosomiasis, caused by T. gambiense and T. rhodesiense, is still 
commonly treated by combination of suramin (for clearing the blood infec- 
tion) and tryparsamide (for the central nervous system involvement). The 
diamidine drug, pentamidine, may be substituted for suramin, in doses of 
150 mg. intramuscularly, daily for ten days. Late or refractory cases of both 
infections have been treated recently with ‘Mel B.’ (Friedheim), a derivative 
of melarsenoxide and dimercaprol. A single injection of 5 ml. will cure an 
early case. A total dosage of 25 to 35 ml. given in small doses over several 
weeks is required in the intermediate and late stages. 
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American trypanosomiasis.—No real advance in the treatment of Chagas’ 
disease can be claimed. Preparations of quinolines, arsenicals, phenanthri- 
dium compounds, antibiotics (including penicillin and tetracycline) have 
proved effective in animal infections but not, so far, in the human disease. 


LEISHMANIASIS 

Visceral leishmaniasis (kala-azar).—Antimonials are still the mainstay of 
treatment. Several pentavalent organic antimonials are in general use, par- 
ticularly ‘neostibosan’, ‘solustibosan’ and urea stibamine. Antimony-fast 
infections and certain Mediterranean forms of the disease react well to the 
diamidine drugs, pentamidine or ‘stilbamidine’. 

Cutaneous leishmaniasis.—Treatment of post-kala-azar dermal leishmania- 
sis with the diamidines or the antimonials is unsatisfactory. The recom- 
mended treatments for oriental sore are legion. Infiltration of the edges of 
the sore with 10 to 15 per cent. mepacrine solution (up to 1 ml. at a time), or 
with ‘solustibosan’ is sometimes successful. South American mucocutaneous 
leishmaniasis (espundia) is still notoriously difficult to treat. Antimonials 
are sometimes successful. Antimony-resistant lesions may respond to ar- 
senicals or mepacrine. 


AMCEBIASIS AND OTHER INTESTINAL PROTOZOAL INFECTIONS 
Intestinal amebiasis.—_Asymptomatic infections diagnosed by the discovery 
of E. histolytica cysts in the stool do not require treatment if the infection 
has been acquired in the United Kingdom. If the infection has been ac- 
quired in the tropics, and in patients with a past history suggestive of 
ameebiasis and with cysts in the stool, treatment is recommended. 

The most efficient drug available for the treatment of intestinal ameebiasis 
is the well-tried emetine bismuth iodide (EBI). Emetine hydrochloride is 
necessary in the first few days of severe cases in order to control the acute 
symptoms. Many antibiotics, including oxytetracycline, tetracycline, chlor- 
amphenicol and chlortetracycline, used alone or in combination, will provide 
clinical cure but relapse rates are high following their administration. With 
the possible exceptions of fumagillin and erythromycin, antibiotics act 
mainly by changing the intestinal bacterial flora and are not directly ameebi- 
cidal. In view of the possibility of the development of resistant strains of 
staphylococci, they should be reserved for ameebic infections which do not 
respond to EBI. Other compounds, such as the iodo-oxyquinolines (di- 
iodohydroxyquinoline [‘diodoquin’], for example) have their advocates. 
Chiniofon is sometimes used as a retention enema in combination with 
EBI treatment. 

Treatment commonly recommended in an acute active case is as follows: 
Emetine hydrochloride intramuscularly, 1 grain (60 mg.) daily for two or 
three days, followed by EBI, 3 grains (0.2 g.) at night, accompanied by a 
sedative. When the symptoms are not severe the course of EBI only is given. 

Hepatic ameliasis.—Emetine hydrochloride given intramuscularly in 
doses of 1 grain (60 mg.) daily for up to twelve days is still the standard 
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treatment. A successful alternative is chloroquine given orally: 4 tablets 
(600 mg. base) daily for six days. 

Giardiasis.—Mepacrine or ‘acranil’ usually eradicates the infection. 
Dosages: Mepacrine, 1 tablet (100 mg.) thrice daily for five to seven days: 
‘Acranil’, 1.5 g. daily for five days. Chloroquine has been used. 


HELMINTHIC INFECTIONS 

SCHISTOSOMIASIS 
Antimonials.—The best treatment is the parenteral administration of sodium 
antimonyltartrate. The value of this method, especially among native popu- 
lations, is limited by its duration. An attempt was recently made to over- 
come this difficulty by giving an intensive course over thirty-six hours in a 
dosage of 1 grain (60 mg.) per 12 lb. (11 mg. per kg.) body weight, divided 
into six equal doses. This technique has been abandoned by many workers 
because of its toxicity. “TW Sb’ (Friedheim), an antimony dimercaptosuc- 
cinate, has recently been introduced. This drug, which is given intra- 
venously in daily doses over a period of about a week, is still under trial but 
has been found useful already in S. haematobium infections in Egypt. 

Many trivalent antimonials, for example, stibophen, sodium antimony]l- 
gluconate (‘triostam’) and ‘anthiomaline’, have been tried but the consensus 
of opinion is that they are all less effective than sodium antimonyltartrate. 

Other drugs.—The thioxanes, of which the best known is lucanthine 
(‘miracil D’), represent an entirely new class of antischistosomal compounds 
containing no heavy metals. They are administered orally and are effective 
especially in S. haematobium infections. The immediate results are good but 
the percentage of cure seems to be less than after the standard antimonial 
therapy, and unpleasant side-effects are common. Recommended dosages 
average 20 mg. per kg. body weight a day, in divided doses for six days. 
In suitable cases of hepatosplenomegaly, splenectomy brings great relief. 
Porto-renal arteriovenous anastomoses and ligature of the hepatic artery have 
both been tried successfully in cases with advanced portal hypertension. 


FILARIASIS 
Early Wucheria bancrofti and W. malayi infections respond well to the ad- 
ministration of the piperazine derivative diethylcarbamazine (‘hetrazan’) in 
doses of 2 to 3 mg. per kg. body weight. The dosage is built up over the 
first week and continued for three weeks. Under treatment the micro- 
filarie disappear rapidly from the blood. Diethylcarbamazine is relatively 
non-toxic, but in infected individuals severe allergic reactions develop in 
the first days of treatment. These reactions do not indicate cessation of 
treatment. They are relieved by anthistaminic drugs. 
Loiasis.—Diethylcarbamazine kills the microfilariz, and, it is believed, 
many of the adults. Very active allergic effects, including pruritus, urticaria 
and cedema, appear early in treatment and last for three to four days. 
Onchocerciasis.—Drugs of value are diethylcarbamazine and suramin. The 
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World Health Organization recommends the former alone, or combined 
with suramin as follows: 

Diethylcarbamazine.—Day 1: 100 mg. plus promethazine 3 tablets; Day 
2: 200 mg. plus promethazine; Day 3: 300 mg. plus promethazine; Day 4: 
400 mg. plus promethazine; thereafter 400 mg. daily up to a total of ten 
days. After ten days, repeat or give suramin, 1 g. once weekly for five weeks. 

Some workers prefer to use diethylcarbamazine only, some prefer com- 
bined therapy, but many others consider that suramin alone is adequate since 
it is believed to destroy the adults and, moreover, provokes milder allergic 
reactions. 

CESTODE INFECTIONS 

Tenia saginata.—New methods include the administration of mepacrine and 
dichlorophen. Mepacrine is given orally or introduced direct through a duo- 
denal tube. The patient is put on fluids only for two days and on the third 
day is given 1 g. mepacrine (10 tablets) with milk or with sodium bicarbonate 
solution. Alternatively, on the third day the same dose of mepacrine in 
100 ml. of warm water is injected into the duodenum through a tube, 
followed half-an-hour later by 57 ml. of magnesium sulphate. The 
worm is usually passed intact. ‘Acranil’ may be substituted for mepacrine. 

Dichlorophen has recently been introduced with good results. No previous 
preparation of the patient is necessary. The dose is 70 mg. per kg. body 
weight given as a single dose or in three divided doses eight-hourly. No 
purging is necessary. The worm is passed in a partly digested state. 

T. solium.—Mepacrine acts successfully. Because of the danger of cys- 
ticercosis following the liberation of free eggs during digestion of the worm, 
dichlorophen should not be used. 

OTHER INFECTIONS 

Ancylostomiasis.—Tetrachlorethylene, has replaced the more toxic carbon 
tetrachloride. An adult may be given up to 3 ml. in gelatin capsules on an 
empty stomach, followed by a saline purge after an hour. Concomitant 
ascariasis must be treated at the same time, usually by adding 0.5 ml. of oil 
of chenopodium. Hexylresorcinol may also be used, a total of 1 g. for an adult 
being given orally in capsules, on an empty stomach and followed by a purge. 

Ascariasis.—Recently, piperazine citrate has been introduced successfully, 
given orally as an elixir containing 100 mg. per ml., in single doses of 10 ml. 
to 30 ml. depending upon body weight. Diethylcarbamazine and erythro- 
mycin have both been used successfully by some workers. 

Paragonimiasis.—Success has been claimed with chloroquine in oral doses 
of 150 mg. (base) thrice daily for periods of weeks to months. 


RICKETTSIAL INFECTIONS 
Typhus fevers. Q fever—The great advance in the treatment of these 
rickettsial infections has been the introduction of antibiotics. Chloram- 
phenicol is the most successful. Its action if given in time is dramatic. It is 
unsuccessful as a causal prophylactic. The initial dose is 3 g., followed by 
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1 to 2 g. daily for four days. Chlortetracycline and oxytetracycline are also 
effective in similar dosage. 






BACTERIAL INFECTIONS 

Plague.—Great improvements in the treatment of all forms of plague have 
followed the use of sulphonamides and antibiotics. The most active anti- 
biotic is streptomycin, which may be used alone or in combination with a 
sulphonamide. Many sulphonamides are active, especially sulphadiazine and 
sulphamerazine. An example of combined therapy is as follows :—Strepto- 
mycin, intramuscularly 0.25 g. to 1 g. every four hours, until the temperature 
is normal. Sulphadiazine orally, 4 g. immediately, 2 g. four hours later, then 
1 g. four-hourly until the temperature has been normal for two days. 

Sulphonamides are valuable for the protection of those who have been 
exposed, particularly to pneumonic plague. Dosage: 6 g. sulphadiazine for 
three days to a week for intimate contacts; 3 g. daily for the same period for 
ordinary contacts. 

Leprosy.—The treatment of leprosy has been revolutionized by the intro- 
duction of the sulphones. Various derivatives of the parent substance, 
diaminodiphenylsulphone (DDS), have been employed, but there is general 
agreement that the best of the sulphones is, in fact, DDS itself. The drug is 
given orally, starting with 25 mg. twice weekly, the dose gradually increasing 
over a period of two to three months to 100 mg. daily for six days each week 
or 300 mg. twice weekly. Dosage must be continued indefinitely with or 
without intermission. Toxic side-effects include abdominal pain, nausea and 
vomiting, and severe anemia and jaundice. Excessive or too rapidly increas- 
ing dosage may precipitate a lepra reaction, or erythema nodosum. Success- 
ful treatment leads to steady regression of lesions and of their content of 
M. leprae. It is not yet known whether specific cure ultimately takes place. 

Other drugs are being tried. One of the most successful is thiacetazone, 
which has been used as an alternative in patients intolerant to sulphones. 

Cholera.—The basic treatment is the rapid replacement of water and 
electrolytes, by intravenous administration of either hypertonic or isotonic 
saline. Chemotherapy is useful only in reducing the period, short as it is, 
during which the vibrio remains in the stool, thus helping to limit the spread 
of the disease. Chloramphenicol and chlortetracycline and the ‘insoluble’ 
sulphonamides have this action. Cortisone has been used with uncertain 
effect in the acute and anuric stages. Noradrenaline has been administered 
during the shock phase after adjustment of the water/electrolyte balance. 








SPIROCHATAL INFECTIONS 
Relapsing fevers.—Treatment of louse-borne relapsing fever with neoars- 
phenamine is still regarded as specific. Large doses of penicillin are success- 
ful in terminating an attack but the relapse rate is high. Oral oxytetracycline 
and chlortetracycline and intramuscular streptomycin are also effective. The 
tick-borne form of the disease does not respond well to arsenicals. It is also 
more resistant to antibiotics. 















TREATMENT OF TROPICAL DISEASES 463 


Rat-bite fever.—Infections with Spirillum minus are susceptible to ar- 
senicals. Penicillin, 1 to 2 mega units intramuscularly, and streptomycin are 
alternatives. Infections with Streptobacillus moniliformis are refractory to 
arsenic but respond to penicillin or chlortetracycline. 


TREPONEMATOSES 
Penicillin is specific and has now largely replaced other forms of treatment. 
The usual preparation employed is procaine penicillin G in oil with 2 per 
cent. aluminium monostearate (PAM). Dosage: Adult: 1.2 mega units intra- 
muscularly twice, three days between doses. Children aged 5 to 15, 0.6 mega 
unit twice as above. Children under 5 years, 0.3 mega unit once intramus- 
cularly. 

MISCELLANEOUS 
Tropical sprue.—On the supposition that there may be some readjustment 
of the locale and constitution of intestinal bacteria in sprue, various chemo- 
therapeutic regimes employing antibiotics and sulphonamides have been 
tried recently in mild cases of steatorrheea. There is still some doubt, how- 
ever, as to whether some of these cases should have been classified as tropical 
sprue. Similar chemotherapeutic regimes have not yet been shown to be 
satisfactory in advanced cases of the classical syndrome. 

Adjustment of the diet on the basis of high protein, low fat, and restricted 
carbohydrate is still regarded as the basic factor in treatment once the urgent 
requirements with regard to dehydration and severe anemia have been 
satisfied. Adjuvants include specific vitamins and crude liver extracts. The 
use of modern preparations of essential substances has improved and ac- 
celerated the clinical response. It has been suggested that the severe anemia 
associated with sprue in certain areas may arise from concomitant tropical 
macrocytic anemia. This may explain the remarkable response of such cases 
to the administration of cyanocobalamin and folic acid. 

Nutritional disturbances.—Recent work has been directed particularly to 
the study of over-all dietary deficiencies, especially in regard to protein, 
hzmopoietic factors and to prevailing infections. 

(a) The etiological factors involved in the production of tropical macro- 
cytic anemias are being slowly uncovered. One form, in which numbers of 
large thin erythrocytes are found and which may appear during pregnancy, 
is associated with severe dietary protein deficiency. It responds slowly to 
adequate protein supplementation of the diet but is refractory to iron, 
cyanocobalamin, and folic acid. ‘The megaloblastic macrocytic anemias, on 
the other hand, respond to cyanocobalamin or folic acid, or both. In some 
areas, marginal intake of vitamin C is believed to precipitate a form of 
macrocytic anemia of pregnancy which responds to dietary adjustment. 

(b) The reaction of the body to an infection may be largely dependent 
upon the nutritional status. For example, in ancylostomiasis, deficiency of 
protein intake often determines the clinical response to a given worm load 
and readjustment of the diet usually leads to elinical recovery without vermi- 
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fugation. So far as malaria is concerned, research has centred particularly 
round the effects of this infection upon the liver, especially in children, and 
the relation between the hepatomegaly it produces and that which is 
developed in protein deficiency syndromes such as kwashiorkor. In this 
respect, like the other manifestations of malaria, the liver involvement is 
relieved by specific therapy. 

(c) The most important advances in this field have been in the study of 
kwashiorkor, an extreme protein deficiency syndrome seen in infants, espe- 
cially in those recently weaned and placed suddenly on a largely carbohy- 
drate, low-protein staple diet. Treatment is essentially a matter of providing 
the necessary protein in an assimilable form. Seriously ill cases require 
parenteral casein hydrolysate or serum. As soon as possible oral treatment is 
started. Skimmed milk, sometimes citrated, ‘sprulac’ or other dried defatted 
milks are most commonly used. The milder cases often tolerate whole milk 
reasonably well. Various supplements are given of animal or vegetable 
protein. The diet is kept high in protein and gradually built up by the 
addition of substances rich in natural vitamins. Relapses will occur if the 
child is forced to return to the original staple low-protein, high-carbohydrate 
diet. Otherwise, except in extreme cases, recovery is the rule. 

Kwashiorkor could be prevented by adequate supplementation of the 
child’s diet at, and subsequent to, weaning. Cheap protein supplements are 
being sought to this end and include vegetable extracts, e.g. soya bean, 
ground nut and cotton-seed products, and animal protein, e.g. fish extracts. 

Tropical eosinophilia—Despite present ignorance of the etiology of this 
condition, which has been defined for little over a decade, treatment is 
satisfactory. Most cases respond to standard dosages of arsenicals, such as 
neoarsphenamine, or of chlortetracycline. 

Tropical ulcer.—Early ulcers react favourably to penicillin, chlorampheni- 
col, or chlortetracycline, applied locally and given intramuscularly or orally 
as the case may be. 

Poisonous bites.—An important advance in the understanding of snake 
bite has been the demonstration of the speed with which the toxin is ab- 
sorbed by the veins and lymphatics from the bitten area. First-aid measures 
should therefore include immobilization. The local effects of the poison in 
viperine bites have been successfully controlled by ‘cryotherapy’, i.e., early 
immersion of the bitten part where possible in a mixture of crushed ice and 
water, followed by packing in crushed ice for periods of up to twenty-four 
hours. The parenteral use of specific antivenines is essential in bites from 
snakes known to be very poisonous, e.g. cobras and Asian vipers. The usual 
risks of intravenous injection of serum apply. Local injection of antivenine 
into the bitten area is regarded as of doubtful value and is contraindicated 
when cedema is present. Cortisone and its derivatives have been used suc- 
cessfully in some cases, particularly in viperine bites. Antivenines are now 
prepared for certain scorpion and spider venoms. 
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ANTIBIOTIC therapy has continued to dominate the field of infectious 
diseases. No major discoveries of clinical usefulness of these agents for 
previously untreatable diseases have been made. The major advances have 
been the chemical synthesis of penicillin and a better understanding of its 
mode of action, new dosage forms of older drugs, new antibiotics, and 
inquiries into the limitations and hazards of antibiotic therapy, especially 
when it has been applied indiscriminately, as in combination therapy and 
in prophylaxis against impending infection. 


SYNTHESIS OF PENICILLIN 

Chemical synthesis of penicillin, for years the challenge to biochemists the 
world over, has been accomplished at the Massachusetts Institute of Tech- 
nology by J. B. Sheehan and his associates (1957), after a quest of nine 
years. The task was undertaken in 1948, when the structure of the penicillin 
molecule was not even understood. The major difficulty has been that the 
penicillin molecule is unstable, especially at one point in the process. Con- 
structing it in the laboratory has been compared to placing an anvil on top 
of a house of cards. The final step is particularly delicate and unless it is 
properly done the structure collapses. 

Ten new kinds of synthetic penicillin are now being tested for possible 
medicinal use, according to Sheehan. Whilst chemical synthesis will prob- 
ably not be cheap enough to compete with the established fermentation 
process by which penicillin is derived from the penicillium mould, it is 
hoped that new forms will prove effective against micro-organisms now 
resistant to natural penicillin and against a wider variety of infections, New 
penicillins might also have less tendency to produce allergic reactions. 


MODE OF ACTION OF PENICILLIN 
Park and Strominger (1957), working with radioactive penicillin, have 
discovered that the antibiotic acts by interfering with the formation of the 
bacterial cell membrane. Earlier studies have shown that bacteria which bind 
penicillin fail to complete their reproductive cycle. Apparently this antibiotic 
exerts its antimicrobial action by preventing the growing bacterial cell from 
generating its protective membrane. This wall is needed to protect the 
fragile membrane-enclosed body. Inside the bacterial cells that are inhibited 
by penicillin the scientists found an increasing amount of material used by 
the cell to form its outside wall. A certain enzyme is needed to convert these 
materials into cell-wall components. It is this enzyme’s action that is prob- 
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ably interfered with, with the result that the cell-wall materials are not used 
up in a normal way and increasing amounts of them are backed up inside the 
cell itself. 

It is now known that there are two or three biochemical structures in the 
cell wall that are unique to bacteria. Since they do not exist in animal 
tissues, it may be possible to develop chemical analogues to them that would 
be non-toxic to animals and man. These might be useful as new antibiotic- 
like drugs that could be synthesized in the laboratory. 


PHENOXYMETHYLPENICILLIN 
Phenoxymethylpenicillin (penicillin V), widely used since 1952 in Austria 
and Germany, and now available in this country, is unique in that it is rela- 
tively stable and insoluble in acid media, but is converted to a water-soluble 
salt at an alkaline pH, a property which ensures regular absorption after 
administration by mouth. The serum concentrations of penicillin V are 
higher and better maintained than those obtained with comparable doses of 
penicillin G by mouth. Simultaneous administration of penicillin V and 
probenecid effects higher concentrations of the antibiotic in the blood serum 
than by giving penicillin V alone. Penicillin V, like penicillin G, is diffused 
throughout most body fluids, with the exception of cerebrospinal fluid. 
Penicillin V therapy is indicated primarily in the prophylaxis and treatment 
of diseases in which the blood serum levels achieved by intramuscular injec- 
tions are not deemed necessary. Doses of 250 mg. or multiples thereof, 
depending upon the severity of the infection, and repeated at intervals of 
four hours, are adequate for appropriate acute and fully susceptible infec- 
tions. The most common side-effects are gastro-intestinal irritation mani- 
fested by slight abdominal cramping, and an increased number of stools 
which tend to be liquid. Aphthous stomatitis and allergic reactions have also 
been reported. 

SYNNEMATIN B 

Synnematin B (Cephalosporin N), developed by both British and American 
workers (‘Antibiotics Annual’, 1957), is a penicillin produced by species of 
Cephalosporium which has activity against certain species of gram-negative 
organisms, especially the Salmonella types, as well as gram-positive cocci. 
Synnematin is active against S. typhimurium and S. typhi infections of mice, 
and S. pullorum in chicks. It has a low degree of toxicity for experimental 
animals. This antibiotic is poorly absorbed from the gastro-intestinal tract 
and intramuscular injection is necessary for distribution by the blood 
stream. A few cases of typhoid and paratyphoid A infections in man have 
been successfully treated. The difficulty with synnematin B is that, like 
penicillin G, pure penicillinase as well as penicillinase-producing staphylo- 
cocci and gram-negative bacilli nullify its antimicrobial action. Nevertheless, 
this agent is of interest, because it is a penicillin with activity against gram- 
negative organisms and because it can control Salmonella infections in ex- 
perimental animals more effectively than does chloramphenicol. 

















ADVANCES IN ANTIBIOTICS 467 


PREVENTION OF PENICILLIN REACTIONS 

Effect of penicillinase on circulating penicillin.—The long-acting depot peni- 
cillins give prolonged blood ievels but also prolong sensitivity reactions when 
they occur. Cortisone and corticotrophin help to overcome the reaction, but 
the penicillin still circulates in the blood. Penicillinase, formed by various 
bacteria and yeasts, hydrolyses and inactivates penicillin. Becker (1956) in- 
jected 800,000 units of fortified procaine penicillin twice daily in 20 subjects. 
After consistent blood levels were established for twenty days, a single injec- 
tion of 100,000 to 800,000 units of purified penicillinase was given intra- 
muscularly to each patient. Within an hour, and for four to seven days, no 
circulating penicillin could be detected although penicillin injections were 
continued twice a day. The inactivating action of penicillinase in vivo was 
the same against both aqueous crystalline and procaine penicillin. Two 
patients each received three intramuscular injections of 800,000 units of 
purified penicillinase eight days apart, and no sensitivity reactions 
occurred. 

Penicillinase is not expected to be completely effective against the vascular 
reaction of penicillin hypersensitivity, but maximal benefit will result from 
its combined use with antihistamines or corticoids. According to preliminary 
studies, once all antigen (penicillin) is hydrolysed, the anti-inflammatory 
action of cortical steroids or corticotrophin should be effective more quickly 
and the reaction less likely to occur. 

Parenteral and oral histamines in preventing penicillin reactions.—Controlled 
studies by Mathews and his co-workers (1956), of the University of Michi- 
gan, were made in 2,299 patients with a median age of 21. Only 20 per tent. 
had never received penicillin before. Fortified aqueous crystalline procaine 
penicillin G was given, alternately diluted with physiological saline solution, 
or with a solution containing 10 mg. of the antihistamine, chlorpheniramine 
(‘chlor-trimeton’). Patients in each of these groups were also given, in 
rotation, either repeat action antihistamine tablets or placebo tablets to be 
taken three times daily for the duration of penicillin therapy and for ten 
days thereafter. Adequate follow-up was achieved in g5 per cent. of the test 
subjects. 

The over-all incidence of reactions to injected penicillin was 3.3 per cent. 
No anaphylactic reactions were encountered in either the control or anti- 
histamine-treated groups in this study. There was a somewhat lower, but 
statistically not significant, reduction rate among those receiving antihista- 
mines orally. There were fewer reactions, including urticarial reactions, 
within forty-eight hours of starting penicillin therapy among patients re- 
ceiving antihistamines than among controls. The incidence of delayed 
reaction, however, did not seem to be influenced by antihistamines. The 
duration of reactions was no longer in the control group than in the anti- 
histamine groups. 

NOVOBIOCIN 
Novobiocin (Finland and Nichols, 1957; Pulaski and Isokane, 1957), pro- 
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duced by Streptomyces niveus and identified structurally as the glutamate 
salt of a sugar derivative, is available for clinical use as the monosodium salt. 
Its principal characteristics are potent action on staphylococci whether 
sensitive or resistant to other antibiotics, and the fact that it does not share 
cross-resistance with any other agents. Resistance of staphylococci to novo- 
biocin can be induced in vitro and has been observed in treated patients. The 
degree to which novobiocin is absorbed from the gastro-intestinal tract in 
different patients varies considerably. Once absorbed, there is a notable 
binding of novobiocin to serum protein; this bond appears to be a loose one 
and does not destroy the antibacterial activity of the drug after dilution of 
the serum. It has been found to be effective against acute micrococcal infec- 
tions of soft tissues, bone, and intracavitary structures. Novobiocin possesses 
a number of disadvantages, the most important being the frequency of skin 
rashes, with or without fever. Duration of treatment and total dosage appear 
to be interrelated factors. To circumvent these reactions, novobiocin has 
now been formulated with equal parts by weight of penicillin. The merits of 
this combination are yet to be determined. 


VANCOMYCIN 
Vancomycin (Geraci et al., 1956) is a new antibiotic obtained from Strepto- 
myces orientalis. It is a complex amphoteric substance that forms a water- 
soluble crystalline powder with hydrochloric acid. It has a range of activity 
similar to that of penicillin, and this activity is not significantly altered by 
changes in medium pH, or by the presence of serum. Resistance of M. 
pyogenes var. aureus is acquired only gradually, and cross-resistance between 
vancomycin and the older antibiotics does not occur. The main indication 
for the use of vancomycin is infection due to strains of Staphylococcus aureus 
resistant to other antibiotics. Vancomycin must be given intravenously, 
although it may also be given intramuscularly, inasmuch as it is not absorbed 
through the intestinal tract. Intravenous infusion of 0.5 or 1 g. every six or 
twelve hours, dissolved in 200 ml. of sterile 5 per cent. dextrose solution, 
provides serum concentrations and distribution in body fluids and tissues 
except cerebrospinal fluid. With either oral or intravenous administration of 
vancomycin, the faces become odourless or nearly so, strains of Clostridium 
disappear and Streptococcus faecalis is reduced in number, but the gram- 
negative flora are unaffected. Emergence of yeasts and mucocutaneous 
moniliasis has not, so far, been reported as complications of vancomycin 
therapy. Vancomycin possesses certain definite disadvantages, namely lo- 
calized thrombophlebitis following intravenous injection, drug fever, renal 
irritation in patients with renal impairment, and dermatitis in some patients. | 
It has been found effective in the treatment of severe staphylococcal infec- 
tions including micrococcal diarrhcea and enterocolitis. For the latter it 
would appear to be the antibiotic of choice, because of its bactericidal effect 
and because of the large quantities which are excreted in the stool following 
oral administration. 
| 
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STREPTOVARICIN 

Streptovaricin (Chemical Weekly, 1957) is a new streptomyces-produced 
antibiotic isolated from a fungus found in a soil sample from Dallas, Texas, 
which has been developed by scientists of the Upjohn Laboratories. Its 
importance lies in its possible effectiveness in treating tuberculosis. It was 
reported publicly for the first time in February 1957, in St. Louis, at the 
Veterans Administration Armed Forces conference on chemotherapy of 
tuberculosis. In animal experiments streptovaricin was found to be more 
potent than streptomycin or p-aminosalicylic acid, but less effective than 
isoniazid. Its ability to potentiate the effects of isoniazid on tubercle bacilli 
in animals has been termed ‘remarkable’. 

The Veterans Administration is initiating studies in ten hospitals on the 
possible effectiveness of streptovaricin with a combination of isoniazid. 
(Streptovaricin therapy for tuberculosis was not ‘remarkable’ when used 
alone.) The patients who will receive the drug combination are those who 
still have active cavitary tuberculosis after treatment with other drugs. The 
purposes of the study are: (1) to determine the effectiveness of streptovaricin 
in combination with isoniazid, and (2) whether the new antibiotic can slow 
down development of resistance to isoniazid by tubercle bacilli. 


NEW SALTS OF TETRACYCLINE 

The phosphate and metaphosphate salts, recently introduced (Kaplan et al., 
1957), have the advantages of exceeding the hydrochloride salt of tetra- 
cycline in speed and efficiency of absorption, with resultant higher and longer 
sustained blood serum and body fluid levels. Doses of 500 mg. twice a day, 
or 250 mg. four times a day, seem adequate for most types of infection. The 
principal disadvantages of oral therapy with tetracycline have been gastro- 
intestinal disturbances. Incidence and severity are related to total daily 
dosage and to duration of treatment. There is a possibility that adoption of 
a total daily dosage to 1 g. of the new phosphate salts of tetracycline will be 
paralleled by a reduction in gastro-intestinal side-effects. 


COMBINATION THERAPY 
Tetracycline-nystatin.—This combination (tetracycline hydrochloride, 250 
mg., and nystatin, 250,000 units) has for its purpose prevention of over- 
growth of monilia in consequence of tetracycline suppression of the micro- 
flora customarily found in the gastro-intestinal tract. As is well known, 
certain effects of tetracycline therapy, which may or may not be due to 
monilial overgrowth, are anogenital pruritus, exacerbation of pre-existing 
intertrigo and certain types of stomatitis. Nystatin by mouth appears to be 
effective in the bowel, less effective in the throat, and without much effect 
in the sputum (of pneumonia patients). Kligman and Parker (1956) state 
that, except in the case of thrush and vaginal moniliases, the suppression of 
these fungi for bacteriological, not clinical, reasons is illogical. According 
to Parker, generalized moniliasis is rarely encountered, except in patients 
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with leukemia, debilitating illnesses, premature infants, and those receiving 
antibiotics and cortisone or such drugs as aminopterin. In these circum- 
stances an indication for the use of nystatin for prophylaxis may arise. 
Nystatin does not seem to be very effective against established generalized 
moniliasis. 

Oleandomycin-tetracycline.—Oleandomycin, originally described in 1954 
as a basic antibiotic derived from Streptomyces antibioticus, has a spectrum 
of activity similar to that of erythromycin. Recent studies, indicating that 
this antibiotic exhibits cross-resistance with erythromycin, emphasize simi- 
larity to the older antibiotic; they also indicate that oleandomycin, weight 
for weight, is less active against staphylococci than erythromycin. Oleando- 
mycin has now appeared on the market as a 1 : 2 mixture with tetracycline, 
under the name of ‘sigmamycin’: this mixture is claimed to have a ‘two- 
dimensional’ spectrum against staphylococci, i.e., this combination of anti- 
biotics delays the acquisition of resistance and it is synergistic for (some but 
not all) strains of staphylococci. 

Sales promotion of this antibiotic mixture has evoked a storm of criticism. 
Finland and Welch (1957) have shown that the combination of these two 
antibiotics does not prevent resistance to one of them, and that no ad- 
vantages accrue from its use if the organisms are resistant to either member 
of the pair. About 7 per cent. of hospital staphylococci are resistant to 
erythromycin and about 35 per cent. of the strains are resistant to tetra- 
cycline. The concern is that the use of this combined preparation in hospitals 
will result in the exposure to oleandomycin of organisms already resistant 
to tetracycline, encouraging the development of oleandomycin resistance. 
In these circumstances the very organisms for which erythromycin may be 
specifically needed—those resistant to the tetracycline—may, because of 
cross-resistance between oleandomycin and erythromycin, be rendered 
erythromycin-resistant. Thus, indiscriminate use of this combination in 
hospitals, it is argued, carries with it the real risk that, rather than extending 
our antibiotic armamentarium, we may, in fact, be reducing it. In general 
practice, where staphylococcal resistance poses no problem, combination 
therapy affords no advantage over use of a singly effective agent. 

Antibiotic-corticoid therapy.—The use of corticotrophin and of the cor- 
tisones has been advocated for acute infections of unusual severity as an 
adjunct to antibiotic and supportive therapy, with the aim of ‘buying time’ 
until antibiotic therapy and the host defences could assert themselves, and 
thereby lessen morbidity and mortality. Lepper and Spies (1957) reviewed 
the total results using corticotrophin and adrenal steroids in a single 
hospital over a period of six years in such hyperacute conditions as bacillary, 
pneumococcal and tuberculous meningitis, staphylococcal and gram-nega- 
tive bacillary bacterizmia and encephalitis. Not only were they unable to 
demonstrate any lowering of the death rate by routine use, but they noted a 
high incidence of serious secondary bacteriamias in 15 per cent. of patients 
who received hormones for more than twenty-four hours, and this high 
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incidence contributed to the poor results in these patients. Several investi- 
gators (Ganley et al., 1955; Chang and Weinstein, 1957) have been unable 
to demonstrate any antitoxic effect from the use of cortisone or corticotro- 
phin in experimental animals receiving lethal doses of purified Cl. welchii 
alpha toxin or tetanus toxin. Noyes and Pulaski (unpublished observations) 
could not elicit any improvement in recovery rates of dogs with acute bac- 
terial peritonitis when using antibiotic-corticoid therapy as compared with 
antibiotic therapy alone. On the whole it appears that, although cortico- 
steroids can have both beneficial and harmful effects, it still remains to be 
determined how best to exploit the good and avoid the bad. 


PROPHYLACTIC ANTIBIOTIC THERAPY 

The effectiveness of antibiotics in controlling most types of infection has 
been instrumental in their extensive use in preventing microbial infection. 
In the United States it has been estimated that about 70 per cent. of all the 
prescriptions for antibiotics are, in fact, for prophylaxis rather than for the 
treatment of established infections. In some instances prophylactic anti- 
biotic and chemoprophylactic therapy has been successful, in others it has 
failed completely, and in the great majority of instances the available data 
have not been, until recently, sufficient to enable one to reach any conclu- 
sions as to their effectiveness. In the absence of definitive information anti- 
biotic prophylaxis has been defended on the premise that it may do some 
good and that it does little harm. The arguments against prophylaxis without 
valid proof of effectiveness are: (1) widespread use of antibiotics has con- 
tributed to the prevalence of bacteria resistant to the most commonly pres- 
cribed antibiotics ; (2) the organisms against which protection is desired may 
be resistant to the antibiotic chosen; (3) fungal infections or superinfections 
with other organisms may develop; (4) the patient is unnecessarily exposed 
to the sensitization and toxic action of antibiotics. 

Chemoprophylaxis has been most successful against 2-hamolytic strepto- 
cocci and gonococci (penicillin), meningococci and dysentery bacilli (sul- 
phonamides). Critical assessments of prophylactic therapy in other circum- 
stances have pointed clearly that, rather than preventing infectious complica- 
tions, antibiotic therapy has, in fact, contributed to the opposite result. 
Weinstein (1955) has reported the failure of antibiotic prophylactic treat- 
ment in the prevention of bacterial complications in measles, and Lepper 
et al. (1954) in tracheotomized patients with poliomyelitis. In many instances 
prophylactic therapy was instrumental in inducing an unfavourable altera- 
tion of nasopharyngeal microflora, with greater increase in numbers of 
drug-resistant forms than that which occurred with no treatment. 

Prophylactic antibiotic therapy in the field of surgery has fared no better. 
Howe (1956), in Boston, and Blowers et al. (1955), in England, found that 
antibiotic prophylaxis in ‘clean’ general and thoracic operative procedures 
was ineffective; in fact, it was associated with an increased rate of postopera- 
tive infectious complications due to antibiotic-resistant Staphylococcus 
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aureus. Blahey (1952) has reported that tetracycline prophylaxis was in- 
effective in catheterized patients undergoing gynecological surgery, and 
Appleton and Waisbren (1956) showed that chloramphenicol-treated 
patients subjected to prostatectomy fared no better than those not operated 
upon under an ‘antibiotic umbrella’. In a number of patients subjected to 
biliary tract operations, subtotal gastrectomy or resection of the colon with 
anastomosis, McKittrick and Wheelock (1954) found no significant dif- 
ference in the frequency of postoperative complications when compared 
with a like group in which no chemotherapy was used. We (Pulaski et al., 
1956) reported that the incidence of wound infections following appendec- 
tomy for acute suppurative and acute gangrenous appendicitis was not 
reduced by parenteral tetracycline therapy. In open wounds of violence, the 
failure of sulphonamides and of penicillin to live up to expectations as aids 
in preventing infection has been noted in the United States (Meleney, 1945) 
and in Germany (Fuss, 1955), except perhaps in penetrating abdominal 
and craniocerebral injuries. 

‘Common sense’ indications for prophylactic antibiotic therapy have been 
reviewed in the field of ophthalmic surgery (Leopold, 1956), gynzecological 
surgery (Howe, 1957) and general surgery and wounds of violence (Pulaski 
and Bowers, 1957). 
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ADVANCES IN THE CHEMOTHERAPY 
* OF MALIGNANT DISEASE 


By EDITH PATERSON, M.B., F.R.C.P.Eb. 
Christie Hospital and Holt Radium Institute, Manchester 


In the last few years there has been a steady multiplication of chemical 
compounds designed for the chemotherapy of cancer. A welter of new and 
active agents has appeared, and their mechanism of action is still largely 
hypothetical. 

In the clinical field the therapeutic gains have been relatively small. It can 
now be said that there is a real place for chemotherapy in certain forms of 
malignant disease, especially in disease of lymphoreticulum, and that with 
experience in the use of these agents the management of patients has been 
improved, but it is still unfortunately true that no type of malignant disease 
has been cured thereby. This is discouraging to the experimentalists who 
have synthesized and tested so many compounds in the laboratory only to 
find that on clinical test they are ineffective, or no more effective than pre- 
vious analogues. The clinician, on the other hand, is thankful for those 
compounds which give worth-while remissions in a proportion of cases 
which for good reasons cannot be treated by other means. Indeed, a danger 
has arisen from the availability and ease of administration of these com- 
pounds that they may be used in cases of malignant disease, which could be 
cured by surgery or radiotherapy and valuable time may then be irretrievably 
lost: seminoma testis is a case in point. In a patient in whom palliation is the 
best that radiotherapy can offer, this may still be the treatment of choice. 
Even in those forms of malignant disease, such as the chronic leukzmias or 
Hodgkin’s disease, in which chemotherapy is well established, it is well to 
consider the place of radiotherapy in the total management of the patient. 
All the compounds which are effective against cancer are potentially 
dangerous, in that the dosage required to obtain a response is close to that 
which will be damaging to the bone marrow. Experience and great care are 
therefore indicated in using these agents. 


THE AVAILABLE COMPOUNDS 
Broadly speaking, the chemical field can be covered by dividing compounds 
into three classes: (1) the alkylating agents, (2) the antimetabolites, (3) a 
small miscellaneous group mainly of vegetable origin. 

The alkylating agents.—A small contemporary selection of the alkylating 
agents in clinical use is shown in table I. The list is highly selective; it is 
the repertoire available and in use in the United Kingdom, and does not 
include analogous compounds widely used elsewhere. Examples of the latter 
are the N-oxide of nitrogen mustard, in use in Germany and Japan, the 
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mannite analogue of nitrogen mustard used in Hungary, and sarcolysine, 
used in Russia. These do not seem to have any particular advantage over 
members of the series which will be described. 

The best known and probably most used of the alkylating agents is the 
bis form of nitrogen mustard (mustine). Karnofsky recently calculated from 
the sales of this mustard in the United States that between 50,000 and 








Pharmaceutical Dose range and method of 
name Chemical name administration (see also text) 
Mustine N-methyl-dis (8-chloroethyl) | 0.1 mg./kg. daily intravenously for 
Nitrogen mustard amine hydrochloride 4 days (lymphadenoma) 
(bis) HN2 0.4 mg./kg. injected into serous 
cavities (malignant effusions) 
Tretamine Triethylene melamine o.1 mg./kg. per day by mouth 
“TEM’ daily for 2 or 3 days (lymph- 
adenoma) 


o.1 mg./kg. per day by mouth, 
one day (chronic lymphatic 
leukzmia) 


*Thiotepa’ Triethylenethiophosphor- 0.45 mg./kg. per day daily intra- 
amide venously for 4 days 
0.9 to 1.8 mg./kg. injected into 
serous Cavities 








Chlorambucil p-(di-2-chloroethylamino)- 0.05 to 0.2 mg./kg. daily by mouth 

*Leukeran’ phenylbutyric acid 

Busulphan 1:4-dimethanesulphonyloxy- | 0.06 mg./kg. daily by mouth 

‘Myleran’ butane 

‘Melphalan’ p-(di-2-chloroethylamino)- 25 mg. daily intravenously for 
L-phenylalamine 3 or 4 days 





TaBLe 1.—Alkylating agents. 


100,000 patients had been treated since it became available. In the United 
Kingdom itself approximately 3000 courses of mustine have been given in 
the last twelve months. The alkylating agents are used mainly in chronic 
leukzmia and in certain of the solid tumours of reticulo-endothelium. A few 
epithelial tumours have shown a response, particularly the associated malig- 
nant effusions. The mechanism of action of this group of substances on 
cells is not yet precisely known. They probably act by direct alkylation of 
important cell constituents such as nucleoprotein. Whatever the mechanism, 
the effects of these compounds on cells bear at least superficial similarity to 
those of ionizing radiation, in that mitotic division is inhibited, and chromo- 
some aberrations and gene mutations occur. Differences exist, however; 
these may be fundamental or may depend, at least partly, upon the different 
mode of access to the cell of penetrating radiation and of chemical agents 
Broadly speaking, those malignant diseases which respond to alkylating 
agents are also sensitive to irradiation and the symptoms of overdosage 
resemble those of irradiating large volumes of the body to high dosage. 

It may well be asked why so many compounds, apparently similar in 
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action, should be in clinical use. The answer is complex. Real differences 
exist in the suitable mode of administration of these compounds and this 
determines the choice in certain diseases. For example, in chronic leukemia 
it is better to employ a compound which can be given in a rather continuous 
manner and preferably by mouth. In part, the variety is the result of a 
search for selectivity against malignant cells of particular types. Slight 





Pharmaceutical 
name 


‘Aminopterin’ 


‘Methotrexate’ 


Chemical name 


4-aminopteroylglutamic acid 


4-amino-N1o methylpterovl- 


Dose range and method of 
administration (see also text) 


0.5 to 1.0 mg. daily by mouth 





1.5 to 3.0 mg. daily by mouth 





Yn eee mot 





glutamic acid 


a-methopterin 
Mercaptopurine 6-mercaptopurine 2.5 mg./kg. daily by mouth 
*Purinethol’ 

6-M.P. 


—— - ——_—$——_____—___—__+ 


2 :4-diamino-5-(4-chloro- 25 mg. daily by mouth 
pheny!)-6-ethylpyrimidine 


Pyrimethamine 
‘Daraprim’ 


2 to 4 g. daily by mouth, rectum, 











Urethane Ethyl carbamate 
or intravenously 
TABLE 2.—Antimetabolites. 


selectivity has been demonstrated with some compounds; some, for example, 
are more active against cells of myeloid origin than against lymphoid cells. 
But some agents found useful against a particular tumour are enthusias- 
tically sponsored as being selective, without adequate comparisons being 
made with other analogues. Lastly, there is a natural preference by a clinician 
to use a compound which his experience has taught him to give adequately 
and relatively safely. 

None of the alkylating agents localizes selectively in tumours and all are 
toxic to normal proliferating cells, especially those of bone marrow, lym- 
phoid tissue and the gonads. Clinical benefit therefore depends upon the 
careful adjustment of dosage. 

The antimetabolites.—The second major group comprises the antimetabo- 
lites, their major field of use being in the management of acute leukemia. 
The members of this group which have had a fair clinical trial are shown in 
table II. These compounds are considered to affect the cell by ‘competition’ 
with normal cell metabolites. The structure of these antimetabolites is 
sufficiently similar to that of essential metabolites for them to compete with 
the latter in cell metabolism, but sufficiently different to prevent them from 
completely replacing the normal metabolites. As a result metabolism be- 
comes distorted or blocked. Aminopterin, for example, is similar in structure 
to folinic acid, and 6-mercaptopurine (mercaptopurine) to adenine. It may 
be significant that there is some evidence of a greater need of folic acid by 
leukemic cells. 

The limitations to treatment are twofold. In the first place, certain normal 
cells have also a fairly high turnover of nucleic acid, for example, alimentary 
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epithelium and bone marrow. Toxic effects on such tissues may therefore 
occur. Secondly, resistance to antimetabolites develops in the neoplastic 
cells and this is particularly true of the cells of acute leukemia. Both in man 
and in the mouse leukemic cells seem to acquire the ability after a time to 
thrive on this unsuitable material. This, however, is not true in polycy- 
thzemia vera, in which the antimetabolite pyrimethamine (‘daraprim’), can 
be used for long periods without the abnormal erythroblast becoming habi- 
tuated. Prolonged treatment is therefore possible in the disease. 

Miscellaneous substances—mainly of vegetable origin—This group is not 
considered to play a big part in the management of malignant disease 
although each member has its exponents. They are sufficiently miscellaneous 
that no one description of their action is possible. Demecolcin, (‘colcemid’), 
a derivative of colchicine, is much less toxic than colchicine but not so 
much less active. It is notable as being selective in inhibiting cells of the 
myeloid series; hence it may be successfully used in chronic myeloid leu- 
kaemia (Moeschlin et al., 1953). Actinomycin C, a compound isolated from 
actinomyces from soil, has been tested against the malignant reticuloses, 
and a few cases of Hedgkin’s disease have been found to respond. ‘Toxic 
effects, including thrombocytopenia, occur and the method of treatment 
involving daily intravenous injections leaves much to be desired (‘Trounce 
et al., 1955). Actinomycin D has been recently tested against human tumours 
by Farber, who feels that rhabdomyosarcoma may thereby be sensitized to 
x-irradiation. Given in large doses, cyanocobalamin has been recommended 
for disseminated neuroblastoma, particularly in infants (Bodian, 1956). 


COMBINED TREATMENTS 
The use of two or more agents has been found of value in the management 
of malignant disease of reticulo-endothelium. These agents may be used 
simultaneously or seriatim. 

Mercaptopurine has been combined with azaserine (o-diazoacetyl-L- 
serine). ‘The latter, an antagonist to glutamine, has only a slight effect itself 
in leukemia, but the combination of low doses of both compounds has been 
shown by Burchenal to give a real extension of life. The rationale of this 
treatment is the blocking of the metabolic process at two different points. 
There does not seem to be any virtue in combining methotrexate with 
mercaptopurine. The combination of an alkylating agent or an antimetabolite 
with irradiation given simultaneously is still sub judice. In one direct trial of 
my own, the first combination, that of an alkylating agent with irradiation, 
did not prove more effective in Hodgkin’s disease than irradiation given 
alone. Other diseases might, of course, respond differently. The second 
combination, that of an antimetabolite with irradiation, has so far be 
inadequately tested. 

The combination of either antimetabolite or alkylating agent with corti- 
costeroids deserves comment. Corticosteroids by themselves have a benefi- 
cial effect in some cases of acute leukemia, especially the lymphoid form. 
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As the effect is rapid, the corticosteroids such as prednisone and predniso- 
lone are often combined with antimetabolites to initiate the clinical res- 
ponse. There is also a real place for corticosteroid treatment in some late 
cases of Hodgkin’s disease, especially in those cases with a falling hamo- 
globin, and in which alkylating agents can no longer be used because of 
leucopenia or thrombopenia. The benefit is not due solely to euphoria. The 
hemoglobin rises and there is genuine improvement in well-being. It may 
be that the responding cases include those which haye developed auto- 
immune hemolysis. The simultaneous use of corticosteroids with an alk- 
ylating agent in Hodgkin’s disease is said to lessen the leucopenia but this 
is a difficult thing to measure. The well-known toxic effects of corticos- 
teroids are the limitations of this treatment. Reduction of dosage should be 
gradual and there is some virtue during this process in giving corticotrophin 
with discretion to combat adrenal insufficiency. 


THE ACUTE LEUKAMIAS 
The temporary beneficial effect of the antimetabolites has made chemo- 
therapy of considerable importance. Acute leukaemia in patients under the 
age of 21 may be expected to respond to mercaptopurine in about half the 
cases; a response to the antifolics is really limited to younger children. 

The length of time which elapses between the beginning of treatment and 
clinical betterment is variable. Acutely ill patients are generally best treated 
with prednisone along with one of the antimetabolites to get a quicker effect. 
The delay with mercaptopurine may be several weeks, and it has been sug- 
gested that this period may be shortened by initiating treatment at a higher 
dose level than that required for maintenance until a remission has been 
obtained (Hyman et al., 1957). This compound should be used almost 
continuously provided no toxic effects such as leucopenia or alimentary 
tract symptoms are manifest, and provided that improvement is main- 
tained. Resistance to the drug, seen as an increase in primitive cells, is an 
indication for changing to one of the antifolics; similarly, resistance to anti- 
folics is met by using mercaptopurine. If toxic effects occur these usually 
cease on stopping the antimetabolite. In the case of antifolics, there is an 
antidote—citrovorum factor (‘leucovorin’)—which may be given if the symp- 
toms are severe. 

The management of acute leukemia in the older patient is not usually 
satisfactory by these methods. The delta-corticoids are of real value and 
should be given in the highest doses tolerated; in addition, mercaptopurine 
should be tried for leukaemias of myeloblastic type. This compound is also 
occasionally of value in monocytic leukemia. In this condition the cortico- 
steroids were formerly thought to be contraindicated, but Hill (1957) has 
obtained remissions on prednisone and prednisolone. 

Acute leukemia at all ages may require blood transfusions, preferably of 
platelet-rich blood, and oral antibiotics are also often indicated (Hayhoe and 
Whitby, 1955). 
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CHRONIC LEUKAMIA 

Both myeloid and lymphoid forms may be treated by splenic irradiation or 
by radioactive phosphorus. The chemotherapeutic approach depends upon 
the cellular type. Myeloid leukemia can be treated by busulphan or de- 
mecolcine, both of which seem to be fairly specific for myeloid cells. Once 
the white cell count is reduced to reasonably normal levels, small main- 
tenance doses are advised. Tretamine is also effective, given as a short course 
and repeated when necessary. Urethane may be successfully used provided 
that nausea is not serious; after restoration of the blood count small main- 
tenance doses are indicated. Chronic myeloid leukemia also responds well 
to mercaptopurine. It is not generally advisable to use this until the case is 
terminal, for resistance develops rather quickly, so it is best withheld until 
a stage when it is acute or when other agents can no longer be employed. A 
further remission can then be obtained. 

When treatment is indicated for the lymphoid form, the alternatives to 
irradiation are tretamine, chlorambucil and mustine. The choice of a com- 
pound should depend upon the ease of administration, since the treatment 
will in all likelihood cover a long period. For this reason chlorambucil has 
advantages. It is given orally and has few side-effects. The dosing must not 
continue indefinitely, and a final limit of 450 mg. is recommended. The dose 
of 0.2 mg./kg. daily for three weeks is followed by 2 to 3 mg. daily or 
bi-weekly; but leucopenia and thrombocytopenia must be watched for. 
Busulphan and demecolcine are contraindicated. 

Patients not responding to one alkylating agent ought never to be given 
another alkylating agent until an interval of at least six weeks has elapsed. 
In the meantime they may be treated with corticosteroids, or alternative 
treatment by splenic irradiation may be considered. 


POLYCYTHAMIA VERA 

As an alternative to radioactive phosphorus, pyrimethamine may be used to 
control polycythemia vera. This is a folic acid antimetabolite more com- 
monly used as a suppressant for malaria. At higher doses than are recom- 
mended for malaria, the compound has an effect on the bone marrow, in- 
hibiting erythropoiesis. A significant reduction of the red cell count usually 
occurs within four or five weeks. The effect can be seen much earlier by 
using tracer methods to measure the slowing down in the uptake of iron by 
the bone marrow. Once the red cell count approaches normal limits the dose 
should be reduced to maintenance levels of 25 mg. once or twice 
weekly. 

Leucopenia or thrombocytopenia may develop during treatment and this 
may be transient in spite of continued therapy. Treatment should be stopped 
temporarily if leucopenia is severe and, if necessary, the effects can be 
reversed by administering citrivorum factor. Megaloblasts may appear in the 
peripheral blood and bone marrow; this does not preclude treatment. 

The beneficial effect on the red cell count and hemoglobin is slow be- 
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cause of the long life span of red cells; for this reason, the trial of the com- 
pound once initiated should not be abandoned (except for toxicity) within 
three months. Resistance of erythroblasts to this antimetabolite is less of a 
problem than is resistance of leukemic cells to other antimetabolites; we 
have had patients on treatment now for over two years. 

Tretamine or mustine are alternative treatments, but the results are less 


predictable. 


THE SOLID RETICULOSES 
This group includes Hodgkin’s disease, follicular lymphoma, lymphosar- 
coma and reticulum-cell sarcoma. 

The first treatment to be considered in all of these is radiotherapy. This 
certainly applies to cases which are not generalized; it also applies to some 
cases which, although generalized, have large masses which in themselves 
are causing symptoms. In the generalized cases, chemotherapy may thereafter 
provide additional and worth-while respite. 

In Hodgkin’s disease mustine and tretamine are probably the most satis- 
factory, and courses can be repeated many times provided the bone marrow 
is not aplastic. As mentioned earlier prednisone is valuable in the terminal 
stages. Follicular lymphoma and generalized lymphosarcoma do not respond 
as consistently to chemotherapy as Hodgkin’s disease. Chlorambucil, used 
in the same manner as for chronic lymphoid leukemia, is certainly useful 
in some cases of both diseases. Tretamine, in a dosage of 0.2 mg./kg., and 
mustine are also effective on occasions. Mycosis fungoides and reticulum- 
cell sarcoma have not been satisfactorily treated by us with chemotherapy. 
Occasional improvement follows the use of tretamine or mustine. 


MALIGNANT EPITHELIAL TUMOURS 

Ovarian cancer and seminoma testis.—In the late stages of both of these 
diseases, or when recurrence has occurred after full radiotherapy, a further 
modest response can sometimes be obtained with chemotherapy. The com- 
pounds most favoured at present are ‘melphalan’ and ‘thiotepa’. The clinical 
use of ‘melphalan’ was stimulated by the work of Larionov who has obtained 
good palliation in seminoma testis with ‘sarcolysin’, the d-/ isomer of ‘mel- 
phalan’ (Larionov et al., 1955). With either compound, real improvement 
should be seen, in the responsive case in about two weeks. ‘Melphalan’ is 
used in doses of about 25 mg. daily for three or four days and it is relatively 
non-toxic in this dosage. “Thiotepa’ likewise may give a response at total 
doses of 1.8 mg./kg. given over two or three days. Fairly severe leucopenia 
and thrombocytopenia may occur with the latter, and may require transfu- 
sion. Treatment with either compound may be repeated after an interval. 

Breast cancer.—The use of chemical, as distinct from hormonal, therapy 
should be withheld even in the late case until it is quite clear that radio- 
therapy, hormone administration or the newer surgical approaches to hor- 
mone control cannot be used. Tretamine and ‘thiotepa’ have both been 
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tested, the latter having also been injected into the tumour. Temporary 
regression may be obtained in some cases. 

Bronchogenic cancer.—No really new chemotherapeutic approach has been 
forthcoming. ‘Tretamine and mustine are worth-while palliatives and have 
not so far been superseded. 

Malignant effusions.—Injection of alkylating agents into the pleura, peri- 
cardium and peritoneum has been followed by real benefit, and the necessity 
for repeated paracentesis has been reduced. The results seem to be similar 
to those obtained by the injection of radioactive gold. The compound of 
choice is that which can be injected in the largest therapeutic dose without 
producing bone-marrow depression. On this basis, mustine is preferable to 
‘thiotepa’. After partial removal of fluid by paracentesis mustine is injected 
at the therapeutic dose of 0.4 mg./kg. dissolved in water to a concentration 
of 1 mg. per ml. It has been used successfully in malignant effusions secon- 
dary to carcinoma of breast, ovary and bronchus, and of malignant disease 
of reticulo-endothelium (Weisberger et al., 1955). 

Other tumours.—In brain tumours slight and transient improvement has 
been obtained with mustine. Multiple myeloma has been benefited, usually 
to a limited extent, by alkylating agents and by antimetabolites. Probably 
the most reliable agent is urethane and there may be a virtue in combining 
it with prednisone, but the blood count must be carefully watched if exten- 
sive bone marrow destruction is present. Malignant melanoma has rarely 
responded to chemotherapy in spite of a wide testing of alkylating agents in 
this disease. Lympho-epithelioma of the nasopharynx responds to urethane, to 
tretamine, and to mustine. Urethane is probably the most effective. Since, 
however, x-ray therapy is more effective still, this is the method of choice. 


CONCLUSION 
In conclusion it may be emphasized that the chemotherapeutic approach is 
still experimental; its greatest contributions lie no doubt in the future. 
Meantime it is well to remember that, although the compounds described 
are often of great help in the care of patients with various forms of malignant 
disease, nevertheless all the agents have their dangers. It is important there- 
fore to keep in mind the value of alternative and established methods of 
treatment. 
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ADVANCES IN GENERAL PRACTICE 


By G. I. WATSON, M.D. 


Peaslake, Surrey 


Ir is through his family doctor that nearly every patient makes his first 
contact with scientific medicine. It follows therefore that each discovery in 
the medical or allied sciences may eventually contribute towards an advance 
in general practice. Recently, an added impetus has come directly from the 
work of general practitioners themselves. This in itself is notable, and we 
hope it will be of mounting value year by year. 

Recent contributions have been made through teaching and lectures, by 
research, or by means of administrative improvements in the technique of 
general practice. As well as these, there have been improved or simplified 
diagnostic methods, useful developments in preventive, curative, or sup- 
portive treatment, and new discoveries in the field of epidemiology. It is 
within this framework that I propose to mention some of the ‘growing points 
of medicine’ as they affect the work of general practitioners. 


TEACHING AND LECTURES 
Of immeasurable value to all branches of medicine has been the introduc- 
tion or expansion of schemes by medical schools, whereby their students 
may see something of general practice before qualification. An increasing 
number of medical students are taking advantage of these arrangements and 
are learning from a new generation of teachers about good medical practice 
carried on outside hospital. 

Among those responsible for appointing lecturers or speakers for particu- 
lar occasions, there has been a healthy increase in the number of invitations 
extended to general practitioners. Perhaps the outstanding example of this 
was the invitation to Dr. John H. Hunt (1957) to deliver the Lloyd Roberts 
Memorial Lecture at Manchester in March of this year. He chose as his 
title ‘The Renaissance of General Practice’, a field in which he himself has 
played such a leading part. In a television programme earlier this year, 
entitled “The Hurt Mind’, the B.B.C. invited a general practitioner to take 
part. The section of general practice of the Royal Society of Medicine has 
continued to flourish; and in 1956, at Brighton, the British Medical Associa- 
tion successfully launched its new section of general practice, the meetings 
of which promise to be regular features of its annual scientific meetings. 


ORGANIZATION AND ADMINISTRATION 
Without entering the realms of medical politics, one can draw attention to 
an increase in the number of partnerships and group practices, part of which 
has undoubtedly been stimulated by the method of payment for ‘notional 
lists’ introduced in 1953. An administrative advance of statistical value for 
October 1957. Vol. 179 (481) ; 
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research purposes has been the ability and willingness of some executive 
councils to supply the age and sex structure of a doctor’s list of National 
Health Service patients. In practice organization, there appears to be a 
welcome increase in the number of doctors who hold separate clinics, in 
their surgeries, for babies and for antenatal or postnatal attention to mothers. 
Some doctors have also been able to arrange with their local health authori- 
ties that the midwife or health visitor is also present on these occasions, In, 
at least one practice the health visitor sometimes goes on the round with the 
doctor, when visiting his chronic cases or ‘problem families’. 

The value and limitations of an appointment system, in place of the 
ordinary free-for-all surgery, is being tried by several more doctors (Mallett, 
1955; Grant, 1955). Where a complete appointment system is not possible, 
for example if secretarial help is limited, it is sometimes feasible to offer a 
small number of appointments, each of five to ten minutes’ duration, during 
the half hour or so before one’s ordinary surgery begins, the starting time 
of which is that much postponed. These appointments can be filled by the 
doctor himself or by a part-time secretary, and can prove a boon to those 
patients who like to be punctual or who are coming up regularly for a short 
spell of treatment. As a rule, when making the change-over, it is wise to 
start with appointments for follow-up cases rather than for new patients. 


DIAGNOSIS 
In structural disease of the heart or the aorta, accurate early diagnosis by the 
family doctor has become of fresh importance. The results of surgery in 
patients with mitral stenosis, patent ductus arteriosus, septal defects or 
aortic aneurysm are so striking that no such patient under our care should go 
without the opportunity of consulting a cardiac surgeon. 

The problems of lung cancer are making a wide impact upon general 
practitioners. This disease is now the new universal fear, like poliomyelitis 
recently, or tuberculosis or syphilis in the past. It has to be excluded in 
every adult male who complains of cough or pain in the chest. The first 
x-ray examination may be reported as ‘negative’, yet tomography done 
shortly afterwards may reveal a growth. For our own part, how are we to 
reduce our patients’ smoking, and our own? 

We have been warned of a danger, and shown a new direction for an 
‘advance’, by the work of Alice Stewart (Stewart et al., 1956). She has 
pointed to a link which exists between exposure to x-rays and the develop- 
ment of leukemia. Until a great deal more clinical and statistical research 
has been done on this and related problems we, in general practice, must 
bear in mind the possible danger to which both a mother and, particularly, 
her unborn infant are exposed, when we ask for an antenatal X-ray examina- 
tion of the fetal position. We should also bear in mind that an x-ray examina- 
tion of the urinary or alimentary tracts, particularly in females, will expose 
the gonads to the same radiation. One must even call in question the habit 
of going too regularly to mass radiography appointments: ‘I go every time 
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they come to the town’ boasted one of my very healthy patients recently. 

The incidence of two serious diseases is rising steeply year by year: 
leukemia and carcinoma of the lung; yet there are still too many hospitals 
in Great Britain hiding behind the ‘difficulties’ of opening their pathological 
laboratories and x-ray departments to neighbouring general practitioners. 
Those in charge of such ‘closed shops’ do well to remember that his freedom 
to choose consultants is dear to every family doctor. Is the radiologist or the 
pathologist acting as a consultant, or a technician, when he has to be 
approached through a surgeon or physician? 


TREATMENT 

Attention may be directed to many small, but useful, advances in the treat- 
ment we can offer to our patients, ranging from smarter elastic stockings for 
women (especially mothers with varicose veins during pregnancy) to a 
greater use of silicone preparations for protecting the skin against moisture 
or irritating discharges.Cortisone and its derivatives have been a great help 
in the management of diseases of the skin and eyes, even if they have been 
somewhat of a disappointment in other fields. Penicillin V has been a useful 
addition to the range of oral antibiotics, so much used in general practice. 
There is a wider variety of drugs for the relief of cardiac edema, which in 
turn call for a better understanding about salt and fluid metabolism on the 
part of the doctor. Pentaerythritol tetranitrate has helped many patients by 
reducing the frequency of their cardiac pain. An increased use of soluble or 
buffered tablets of acetylsalicylic acid is reflected by the wide variety of 
preparations now on the market. Whether the prevalent use of such anti- 
pyretic drugs, so freely given to both children and adults for almost any 
febrile infection, is either wise or harmless has been called in question 
(Watson, 1956) and is a matter at present under investigation. As hypnotics 
in febrile or other illness, at least two useful non-barbiturate tablets have 
been introduced: glutethimide (‘doriden’) (Rushbrooke et al., 1956) and 
methyprylone (‘noludar’). For use when necessary, a British preparation of 
iron for intramuscular injection, ‘imferon’, causes very little reaction if 
given according to the makers’ instructions. 


PREVENTIVE TREATMENT 
The absence of local reaction after immunization against diphtheria and 
whooping-cough, since alum-precipitated preparations were given up, has 
been welcomed by both patients and their doctors. The use of diphtheria- 
tetanus-pertussis prophylactic is increasing, but as yet there is no agreement 
about the age at which to start, or the spacing of doses. When whooping- 
cough is about, it seems reasonable to give at least one dose even within the 
first month of life; the second dose can be given just before mixed feeding 
begins and the third either a month later or after the vaccination scab has 
separated. The importance of creating a permanent immunity against 
tetanus in every patient who has been given an injection of tetanus antitoxin, 
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is more widely recognized (Lutz, 1955; Parish et al., 1957). The first dose of 
tetanus toxoid can be given mixed with the antitoxin or with a penicillin 
injection at the time of injury or later; a second dose is required about four 
weeks after the first and each subsequent dose gives added protection. As 
there is no significant reaction to an injection of tetanus toxoid, it may safely 
be offered to any adult or child, not previously immunized, whenever 
another suitable injection such as penicillin has to be administered. The 
prospect of protection against poliomyelitis, offered by the British Salk-type 
vaccine, has eventually been welcomed by both patients and their doctors, 
after they recovered from the propaganda with which it was introduced. 

With the increasing number of immunizing procedures and the lack of 
any system, whereby local authorities arrange to keep the family doctor 
informed of the names of his patients who are immunized at infant welfare 
clinics, there is now a need for a personal record of immunizations, akin to 
the international health certificate. On this could be recorded the patient’s 
blood group and sensitivities, as well as all prophylactic treatment given 
either at welfare clinics or by the family doctor. This card would remain in 
the possession of the patient or his parent. 


SUPPORTIVE TREATMENT 

No-one can have been in general practice for more than a year or two before 
he receives a letter from a consultant colleague, ending with some such 
phrase as this: ‘. . . I very much regret therefore that there is nothing more 
that we can do for your patient in hospital’. Such letters challenge the whole 
skill and philosophy of a family doctor. There is no patient in general 
practice for whom ‘nothing can be done’ by a good family doctor. Two 
recent articles, which show the truth of this remark, should be read by every 
doctor who has been in practice less than twenty years; others, too, including 
consultants, teachers and administrators, will pause for reflection after read- 
ing them. The first, on “The Care of Cancer in Practice’, was read by 
Douglas French (1956) at the first provincial meeting of the Royal College 
of Surgeons of England, held in Manchester on December 15, 1955. The 
second, on “The Care of the Elderly in General Practice’, by Ronald Gibson 
(1957) won him the Butterworth prize of the College of General Practi- 
tioners. 

As a help in measuring the progress of their ‘chronic cases’, several 
doctors are compiling registers of patients with particular disabilities. 
Gibson has a register of the elderly patients for whom he is: responsible; 
John Fry has one to show the names and progress of his patients with chronic 
bronchitis. C. A. H. Watts and his colleagues in Ibstock are preparing a 
register of all patients with chronic diseases in their partnership practice. 
C. M. Douglas (1956), living in a rural area, suggested and has helped to 
organize, a voluntary laundry service for the chronic sick and for old people 
living alone. Accurate diagnosis and curative treatment can be taught to a 
student in hospital; but where can the next generation of doctors learn any- 
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thing about preventive or supportive treatment, except by seeing something 
of good general practice during their period of training? 


RESEARCH IN GENERAL PRACTICE 

During the three years since general practice was last included in this 
symposium (Barber, 1954) there has been a considerable expansion of both 
survey and epidemiological work carried out by general practitioners. Co- 
operation between practitioners has enabled bigger samples of the popula- 
tion to be studied than exist in even a large partnership practice. Logan 
(1953) described a collective inquiry into morbidity by eight general prac- 
titioners working with the General Register Office. Last year the national 
morbidity survey was completed as a joint investigation by the College of 
General Practitioners and the General Register Office. In this survey—the 
largest inquiry of its kind in this or any other country—detailed records were 
kept about every illness encountered by doctors in 108 practices in England 
and Wales. This mass of material is still being analysed; when published, 
as Grey Books, it should be of considerable value to workers in many fields. 
Several inquiries of a more limited nature have also taken place during the 
last three years. One hundred and sixteen general practitioners combined as 
a group to record details of their obstetric experience for a period of one 
year from June 1, 1954 (College of General Practitioners, 1957b). There 
have been several inquiries into problems connected with acute respiratory 
infection in general practice (Batty Shaw and Fry, 1955; College of General 
Practitioners, 1956a). From Australia has come a report about a survey in 
general practice into the incidence of eclampsia (Med. 7. Aust., 1956). 

Therapeutic research.—One would like to have been able to report a larger 
number of original articles dealing with therapeutic research. Perhaps the 
most important to notice, because of its unusual nature, is an account of 
psychosomatic research by Michael Balint (1957) and 14 general prac- 
titioners. This group set out to study ‘the most frequently used drug in 
general practice’, namely, the doctor himself. The book analyses some of 
the factors and forces involved between doctors and patients during the 
development or withering of their professional relationship with each other. 
In view of increasing emphasis on the benefits of good mental health, this 
work should be closely examined. 

A short but interesting article by Elder and Armstrong (1957) draws 
attention to what may be a useful advance in the treatment of a troublesome, 
but frequent, condition seen in general practice—superficial thrombophle- 
bitis. They confirm the observation (Stein, 1955) that treatment with 
phenylbutazone reduces the signs and symptoms of this condition more 
quickly than other standard remedies. The results of a controlled inquiry 
have been published (College of General Practitioners, 1956b, 1957a) in 
which 132 doctors studied the effect upon the complications rate in measles 
of giving sulphonamides or antibiotics, mainly oral penicillin, either as a 
routine prophylactic or to selected cases among 4,728 patients. The advan- 
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tages and shortcomings of each of these methods were compared with those 
of an expectant regime in which such drugs were only used, curatively, if 
complications occurred. The reports also include information about the in- 
fluence of other factors, e.g. age, breast feeding, home conditions, and the 
severity of measles itself, upon the incidence of complications. 

Epidemiological research.—Attention has already been drawn to the in- 
creased opportunity for studying pyrexia of unknown origin, which arises 
from the widespread public anxiety about poliomyelitis (Watson, 1954). In 
general practice there are sometimes as many as five stages in reaching a 
diagnosis: (i) pyrexia of unknown origin, (ii) pyrexia not responding to 
antibiotics, (iii) pyrexia where no bacterial pathogens can be isolated, (iv) 
pyrexia presumably of viral origin, and (v) pyrexia due to an identified virus. 
There has been an increased willingness on the part of general practitioners 
to scrutinize outbreaks of epidemic disease and to collect material for virus 
identification. Encouragement to report the results of these clinical and 
epidemiological studies has been fostered by the epidemic observation unit 
of the College of General Practitioners, with the help of the Public Health 
Laboratory Service at Colindale. 

Particular interest attaches to those reports which describe conditions 
resembling the pre-paralytic stage of ‘poliomyelitis. One of these (Epidemic 
Observation Unit, 1954) gives details about a group of 14 cases showing 
fever of sudden onset which lasted about 24 to 36 hours, with headache and 
sometimes mild sore throat; several had bloodshot eyes. From two patients 
in this series there was serological evidence of infection by a strain of 
Coxsackie virus group A, which was isolated from one of them. In 1955, 
N. B. Eastwood reported an explosive outbreak of over 200 cases of illness 
at Lowestoft, characterized by pyrexia, headache, neck rigidity and vomiting 
(Epidemic Observation Unit, 1955b). The resemblance to non-paralytic 
poliomyelitis was marked, yet no paralysis occurred and no identifiable 
virus has yet been isolated from material collected during this outbreak. In 
the following year several more reports were published about epidemics of 
aseptic meningitis, not due to poliomyelitis virus. In some, but not all, of 
these outbreaks about 30 per cent. of the cases showed a transient morbilli- 
form rash (Epidemic Observation Unit, 1956; Lyle, 1956). 

Bornholm disease (Epidemic Observation Unit, 1957) has also been the 
subject of a collective inquiry, which has shown that solitary cases are more 
commonly encountered than large outbreaks, and that Coxsackie virus may 
continue to be excreted in the stools for at least two weeks after the onset of 
illness. An increasing number of general practitioners have taken part in the 
influenza spotting scheme of the Public Health Laboratory Service, through 
which several outbreaks due to other less well-known viruses have also been 
revealed, for example Q fever (Mallett, 1954) and Sendai infection (Gardner, 
1957). Such work promises to be of particular importance during the coming 
winter, with its threat of an influenza epidemic. In Australia, a report has 
been published (Radford, 1956) about the incidence of infective hepatitis in 
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general practices in New South Wales. Another condition to which con- 
siderable attention has been paid is the winter vomiting disease (Goodall, 
1954; Epidemic Observation Unit, 1955a). It is now known that this condi- 
tion is far from uncommon; that outbreaks due to it can occur at any season 
of the year, though they are commonest in autumn and early spring; and 
that, though often labelled ‘gastric flu’ by patients and their relatives, it has 
nothing to do with virus influenza. 

The Public Health Laboratory Service is freely open to every general 
practitioner in England and Wales and the assistance which this service can 
give to doctors, who wish to investigate their puzzling epidemics, increases 
almost year by year. Since early 1955, infection by the group of adeno- 
viruses has been demonstrable either by tissue culture or in blood serum. 
Such infections appear to be not at all uncommon; in my practice three 
separate outbreaks were detected in twelve months (Watson, 1957). Last 
year’s outbreaks of aseptic meningitis in several parts of the country were 
proved to be due to strains of the Echo type 9 virus—of the ‘orphan’ group 
of viruses not previously associated with clinical illness. Further research 
work of this sort in coming years promises to stimulate still greater interest 
in the accurate diagnosis of puzzling infections seen in general practice. 
Not only in this way, but by supplying the information or clinical material 
on suitable occasions, general practitioners are increasing the help which 
they in their turn can give to research workers in laboratories or elsewhere. 
We are gradually awakening to the need for more practices to be designated 
as ‘research practices’, where conditions that hinder the pursuit of research 
in general practice can be minimized by financial, technical and administra- 
tive help. 


THE FUTURE 

Advances in any field of medical practice only come after accurate observa- 
tion, thoughtful planning and hard work. These qualities have never been 
missing from general practice. Indeed, the names of three giants who 
possessed them in high degree—Sydenham, Jenner, and Mackenzie—are 
among the most illustrious in medicine. Nowadays we lesser men have 
teamed up, so that one person’s ideas are moulded by others into a practical 
plan, which in turn is brought to fruition by the hard work of many col- 
leagues. This revival of ‘collective investigations’ (McConaghey, 1956) 
shows that general practitioners are recognizing the value of team work, 
particularly in research. But we need to give still more thought to methods 
of teaching and of keeping up to date, as well as to the content of illness in 
general practice. 

To stimulate the publication of ideas and original observations of value in 
general practice, Benger Laboratories Ltd. have announced the award of 
three prizes annually, valued £250, £150 and {100 respectively. To assist 
members of The College of General Practitioners in continuing their post- 
graduate study at hospitals, clinics or health centres of their choice in the 
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British Isles, Upjohn of England Ltd. have presented fifteen travelling 
fellowships annually of £200 each. 

General practice is no longer in the doldrums. The tide has turned and is 
flowing strongly. It is hoped that, soon, a fine building in Lincoln’s Inn 
Fields, near that of the Royal College of Surgeons, will become a magnet 
for family doctors from all parts of the world. Here they will be able to share 
their varied experience with others and offer their own contribution to 
further advances in general practice, from which their patients will ultim- 
ately benefit. 
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CURRENT THERAPEUTICS 
CXVIII.—CHLORHEXIDINE 


By E. J. L. LOWBURY, D.M., 


Bacteriologist, Medical Research Council Industrial Injuries and Burns Research 
Unit, Birmingham Accident Hospital 


INTEREST in the use of antiseptics waned with the rise of the aseptic method 
in surgery, and appeared to suffer a further decline with the development 
of chemotherapy. But whilst the antibiotics and other chemotherapeutic 
agents outclass the antiseptics by reason of their safety and effectiveness on 
systemic administration, in one respect they often fall short of some of the 
older antiseptics—namely, in their tendency to induce the selection of 
resistant variants of certain pathogens. For this reason it is important that 
chemotherapeutic agents which have this failing should be used economic- 
ally and be reserved, in general, for chemotherapy and prophylaxis. More- 
over, the wider range of antibacterial substances which are safe when 
applied to skin or mucous membrane, and sometimes to wounds, but not 
suitable for systemic administration, includes some against which resistant 
variants of sensitive pathogens rarely, if ever, emerge. There is an important, 
if controversial, place for antibacterial compounds of this type. As each has 
its limitations, new ones must be welcomed. One of the most promising of 
these is chlorhexidine. 
CHEMISTRY 

Chlorhexidine is the pharmaceutical name for a compound with the following 
formula :— 


Cl NH.C.NH.C.NH (CHo)g NH.C.NH.C.NH ¢ Sct 
i i I i 


NH NH NH NH 


It was found to be the most active of a series of bisdiguanides with anti- 
bacterial properties, these in turn having been selected after screening a 
wide range of related compounds (Davies et al., 1954). Chlorhexidine, 
which was given the proprietary name ‘hibitane’, is a strongly basic com- 
pound from which two salts were prepared: the diacetate (solubility 1.9 per 
cent. in distilled water at 20° C.) and the dihydrochloride (solubility 0.06 per 
cent.). Both are white powders, stable at room temperature and in solution; 
the powder and the solution keep their activity after autoclaving. 


BACTERIOSTATIC AND BACTERICIDAL ACTION 
Davies and others (1954) showed that chlorhexidine has a powerful bacterio- 
static action, the minimal inhibitory concentration ranging from 1/50,000 
(Ps. pyocyanea) to 1 in 2 million (Staph. aureus, Strep. lactis) in tests on a 


October 1957. Vol. 179 (489) 











490 THE PRACTITIONER 


range of organisms, including strains of Staph. aureus (20), Ps. pyocyanea 
(10), Strep. pyogenes (4), and one strain each of B. subtilis, Strep. lactis, 
Strep. faecalis, Strep. pneumonic, E. coli, Klebs. aerogenes, Proteus vulgaris 
and some salmonella. Beeuwkes and de Vries (1956) report similar bac- 
teriostatic action in tests on several of these species. In the presence of 
10 per cent. serum there is a moderate loss of bacteriostatic power and 
rather more in the presence of blood. Bacteriostasis is strongly inhibited 
by pus and by egg yolk. There is a rapid bactericidal effect at or near the 
minimal inhibitory concentration, but a small proportion (less than 0.1 
per cent.) of organisms survive in suspensions exposed to these concentra- 
tions and also to much higher concentrations of the agent for ten minutes 
or longer. Spores are killed in two hours by 1 per cent., but not by 0.1 per 
cent., chlorhexidine. The bactericidal action is stronger in an alkaline 
medium. There is no incompatibility on mixture with penicillin, strepto- 
mycin, chloramphenicol, the tetracyclines, neomycin and polymyxin. 

Acquired resistance.—Attempts to induce resistance of staphylococci and 
of other organisms by growing them in media containing chlorhexidine have 
been unsuccessful (Davies et al., 1954; Lowbury, 1955). During prophy- 
lactic trials in which a cream containing chlorhexidine was applied to the 
burns of 72 patients over a period of more than a year, all the strains of 
Staph. aureus isolated from burns of these and of other patients in the ward 
were fully sensitive to the agent under trial. Findings were similar during 
trials of neomycin and of bacitracin, but with none of the antibiotics used 
for systemic therapy of staphylococcal infections (penicillin, the tetra- 
cyclines, chloramphenicol, erythromycin and novobiocin). 


TOXICITY 
Davies and others (1954) found that chlorhexidine had a very low toxicity 
when fed by mouth to rats for long periods. This is probably due to poor 
absorption, for toxic effects appeared after relatively low dosage by intra- 
venous or intraperitoneal injection. A 1/10,000 solution of chlorhexidine in 
saline was found to have no inhibitory effect on phagocytosis of Staph. 
aureus. 


Tissue cultures of human skin showed migration of epithelial cells but some 
inhibition of respiration in solutions of chlorhexidine dihydrochloride approaching 
saturation; the diacetate was found to be considerably more toxic by these tests 
(C. N. D. Cruickshank and J. C. Lawrence, personal communications). 


EXPERIMENTAL CONTROL OF INFECTION IN ANIMALS 

I am indebted to Dr. A. R. Martin of the Pharmaceuticals Division, I.C.I. 
Ltd., for permission to quote the results of his work (so far unpublished) 
on the protection of artificial wounds with chlorhexidine. 

The method devised by Martin involves the subcutaneous injection in mice of 
a measured volume of bacterial suspension, followed after an interval (usually 
twenty minutes) by injection through the same needle of a somewhat larger volume 
of antiseptic solution or saline (control). For each test 10 mice were injected, and the 


proportion of deaths and the mean survival time were recorded. The purpose of 
the experiments was to compare the value of chlorhexidine, usually the diacetate 

















CURRENT THERAPEUTICS 49! 


(at 0.05 per cent. or 0.1 per cent.), with that of a number of other antibacterial 
agents in protecting wounds against strains of three organisms (Strep. pyogenes, 
Clostridium tetani and Salmonella dublin) before infection was established. 


From the results it appeared that chlorhexidine was exerting a greater 
prophylactic action against Strep. pyogenes than a number of well-known 
antiseptics, most of which had virtually no action. Proflavine hemisulphate 
(0.1 per cent. in water) had an effect comparable with that of chlorhexidine, 
but unlike chlorhexidine it lost an appreciable part of its action when 
injected with blood. The unimpaired action of chlorhexidine in the presence 
of blood (and also of milk and of egg yolk) was unexpected in the light of 
in vitro findings. Prophylaxis was also demonstrated against Salmonella 
dublin and Cl. tetani, the latter unexpected in view of the failure of chlor- 
hexidine at the concentration used to kill spores in vitro. Tests by this 
method with streptomycin against Strep. pyogenes and with chlortetracycline 
against Cl. tetani showed prophylactic action comparable with that of 
chlorhexidine, but in the other tests the antibiotics, including penicillin, 
were less effective. With a longer interval (up to two hours) between injection 
of bacteria and of antiseptic, the prophylactic effect was reduced but not lost. 


CHLORHEXIDINE AS A SKIN DISINFECTANT 

In maternity hospitals, cross-infection with Staph. aureus is responsible 
for much severe illness, especially of babies. Murray and Calman (1955) 
have attempted to hinder the transfer of Staph. aureus and other organisms 
by the use of a hand cream containing chlorhexidine. They found that, 
after the application of this cream, the resident skin flora of the fingers was 
consistently reduced, in samples taken half an hour (or more) later, to a 
small fraction of that found on control fingers not treated with the anti- 
septic. By similar comparisons, chlorhexidine rubbed into the skin was 
found also to suppress added E. coli. Creams containing 1 per cent. of the 
diacetate and, later, of the dihydrochloride were accordingly introduced for 
routine use by the nursing and medical staff after washing. This was fol- 
lowed by a marked reduction in the incidence of staphylococcal infection. 
After comparing its in vitro performance with that of a number of other 
antiseptics (Calman and Murray, 1956) they selected chlorhexidine for 
inclusion in an obstetric cream (recommended strength 0.1 per cent.) and 
also for preoperative skin preparation and for instrument storage (with 
0.5 per cent. solution in 70 per cent. alcohol). They comment on the 
absence of irritation after application of the creams and solutions. 

Myers, Mackenzie and Ward (1956) assessed the effectiveness of chlor- 
hexidine as a skin disinfectant by testing biopsies of skin from operation 
sites for bacterial growth before and after they had been swabbed’ with 
chlorhexidine (0.5 per cent. in water or alcohol). Continued action of the 
disinfectant was neutralized by addition of egg yolk to the culture medium. 
The results showed a considerable disinfectant action by the chlorhexidine 
solutions: e.g. 22 out of 24 specimens of skin treated with the tincture and 
22 out of 23 specimens treated with the aqueous solution were rendered 
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free from bacteria after four minutes’ exposure of the skin to the antiseptic: 


IN UROLOGY 

In a hospital where 35 out of 50 consecutive cystoscopies on outpatients 
were followed by cystitis (mostly due to Ps. pyocyanea), Beeuwkes and 
de Vries (1956) introduced chlorhexidine for prophylaxis in the next 50 
consecutive patients attending for cystoscopy. The following preparations 
of chlorhexidine were used: for irrigation of the bladder, 1 in 5000 solution 
in water; for disinfection of the urethral orifice, 1 in 1000 solution in water; 
for immersion of irrigator tap and light switch of cystoscope, 1 per cent. 
solution in 70 per cent. alcohol; for application to hands of staff, 0.5 per 
cent. in a cream (‘hibitane antiseptic cream’). Only four of this second series 
of 50 patients developed post-cystoscopy cystitis (with Staph. albus). 


THE TREATMENT OF BURNS 

Jackson and others (1951) found that burns treated by the ‘closed’ method 
could be protected against contamination by Strep. pyogenes and Ps. pyo- 
cyanea when creams, containing penicillin and polymyxin respectively, were 
applied to the burn on admission and at changes of dressings. Preliminary 
controlled trials of creams containing neomycin and chlorhexidine together 
with penicillin (Lowbury, 1955) suggested that a similar prophylactic action 
against Staph. aureus (which was mostly penicillin-resistant) could be 
obtained by the application of these agents to the burn; e.g. 28 out of 33 
burns dressed with penicillin cream, but only six out of 2g burns dressed 
with chlorhexidine-penicillin cream (containing 0.1 per cent. of the dihydro- 
chloride), acquired Staph. aureus during the first fourteen days in hospital. 
A second trial in which penicillin was compared with chlorhexidine by 
itself again showed evidence of prophylaxis by chlorhexidine against Staph. 
aureus. Neither trial, however, showed any significant action against the 
gram-negative bacilli, and there was no therapeutic action against Staph. 
aureus already present. In a more extended trial which is still in progress, 
chlorhexidine dihydrochloride is suspended in a cream together with 
neomycin and polymyxin. This mixture covers an important range of 
organisms which are sensitive and retain their sensitivity on exposure to 
at least one of the agents included. The cream is made up with a non-ionic 
emulsifying wax (cetomacrogol B.P.C.), because ionized emulsifiers, such 
as lanette wax, reduce the activity of chlorhexibine. A preliminary assessment 
suggests that this cream has a prophylactic action against Strep. pyogenes, 
which is sensitive to chlorhexidine but relatively resistant to neomycin and 
polymyxin. The application of chlorhexidine to burns has been praised on 
the evidence of clinical experience by Grant and Findlay (1957). 


ELIMINATION OF STAPH. AUREUS FROM THE NOSE 
Gould (1955) has shown that Staph. aureus may be suppressed in the nares 
of persistent carriers by the repeated application (several times a day) of 
creams containing certain antibiotics. Effective agents against which the 
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staphylococcus produces no resistant variants are obviously desirable for 
this purpose, and a mixture of chlorhexidine with neomycin or bacitracin 
appears to meet these requirements fairly well (Gould, 1957); about 75 per 
cent. of carriers were found to lose staphylococci from the nares during 
treatment with these creams, and the suppression of staphylococci con- 
tinued for about two weeks afterwards. As the nose is probably the chief 
source from which the skin acquires its staphylococci, the elimination or 
suppression of nasal staphylococci in carriers may play an important role 
in controlling cross-infection. 
DISCUSSION 

The number of antiseptics available today is formidable. It is probable 
that this number could be drastically reduced by excluding redundant com- 
pounds if a sufficiently comprehensive survey of their performance under 
different conditions were available, but we may be sure that no antiseptic 
would be found to combine all the good qualities and be equally suitable 
for all purposes. From the results which have been reported, chlorhexidine 
seems to rank high among available antiseptics. It has certain shortcomings 
which it shares with the majority of antibacterial compounds: poor action 
against spores, inactivation by pus and unsuitability for use as a chemo- 
therapeutic agent; but its assets are striking, in particular its wide range of 
action, its failure to induce the emergence of resistant organisms, its 
effectiveness as a prophylactic agent and its safety. 

It seems clear that chlorhexidine should play a valuable role as a skin 
antiseptic in more than one branch of the ‘aseptic’ discipline. A comparison 
of its effectiveness in that role with that of the best alternatives is needed. 
The local application of chlorhexidine—as of any antiseptic—to wounds is 
a matter more likely to arouse controversy. Fleming’s demonstration that 
certain antiseptics may inhibit phagocytosis and actually enhance bacterial 
growth encouraged surgeons to rely more on the natural defences of viable 
tissues. This reliance is obviously justified in clean operations and in 
wounds from which dead tissue and blood clot can be satisfactorily removed. 
In burns and in some contaminated wounds, however, there is a place for 
prophylaxis by systemic and local use of antibacterial compounds, the value 
of which can be assessed only by controlled study on such wounds. The 
results obtained with local chlorhexidine are promising and should encourage 
further investigation. 
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EQUIPPING THE SURGERY 
X.—_APPARATUS AND REAGENTS FOR HEMATOLOGY 


By J. N. MARSHALL CHALMERS, M.D., M.R.C.P., D.P.H., 
Clinical Pathologist, Queen Elizabeth Hospital, Birmingham 


As a result of improved laboratory services over the past twenty years there 
has been a considerable reduction in the performance of simple hzmato- 
logical tests by doctors in general practice, as well as by hospital staff in 
ward side-rooms. The present trend is to centralize these investigations in 
clinical laboratories where greater skill, accuracy, and familiarity with 
methods exist. Whilst there are obvious advantages in such organization 
there are those who feel that the swing away from the family doctor doing 
some such tests has gone too far, and that there still remains a useful place 
for the practitioner to do some of this work himself. It may well be asked 
why he should consider this when by sending his patient, or a blood speci- 
men, to a laboratory he can get a specialist’s report back. The answer must 
surely lie in the attitude of the individual doctor to the scope, interest and 
economics of his work; there are still those who undertake or, should time 
permit, would like to undertake, such diagnostic tests personally. This brief 
article summarizes the equipment necessary for the performance of primary 
hamatological investigations and the collection of specimens, and emphasizes 
the important link necessary between general practitioner and clinical 
pathologist. 

With the apparatus here described a family doctor can confirm or exclude 
significant anemia when making a clinical diagnosis, in addition to being 
able to undertake simple procedures to evaluate the activity of a disease 
process. With the use of such ‘screening tests’ the practitioner can refer 
patients he considers to be in need of more detailed investigation to hospital, 
or alternatively send the clinical pathologist appropriate specimens of blood 
from the case, together with clinical information before treatment is started. 
By so doing a right perspective is obtained. 


INVESTIGATIONS RECOMMENDED 
Tests of practical value which do not need unduly elaborate equipment are: 
(1) Estimation of hemoglobin. 
(2) Total white cell count. 
(3) Staining and examination of blood films. 


(4) Estimation of erythrocyte sedimentation rate. 


Red cell counts, which have a limited value, are liable to considerable 
error, and, moreover, are so time-consuming that their performance without 
special experience is not recommended. Likewise, tests involving the use 
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of a centrifuge, glassware which is difficult to clean, and reagents requiring 
frequent renewal are excluded from the present consideration. Necessary 
apparatus and containers are shown in figure 1. 


H &EMOGLOBINOMETRY 
A calibrated hamoglobinometer, which has been checked against an 
accepted standard, is the most useful single piece of apparatus necessary for 
investigation of blood diseases. Whilst cell counts and other cytology may 
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Fic. 1.—Items of equipment and containers necessary for collection and performance of 
hzmatological tests. : 


70% alcohol. K. Leishman’s stain. 

Hagedorn needle. L. Distilled water. 

Wintrobe oxalate bottle. M. Plastic wash-bottle containing buffer 
solution. 


Sterile universal container. 


Citrate tube N._1-ml. volumetric pipette. 


Plain tube. O. Mixing jer. 
he aN P. Hemocytometer, white cell pipette 
pe oo “ ? and diluting fluid. 

Sahli apparatus and N/1o HCl. Q. Ampoules of sterile 3.8% sodium 
Slides and ‘ spreader’. citrate. 

Staining tray for blood films. R. Westergren sedimentation apparatus. 
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be desirable, hamoglobinometry alone will allow the doctor to determine 
in a short time and with reasonable accuracy whether or not his patient is 
significantly anemic. Such investigation will avoid the prescribing of ex- 
pensive hematinics for non-existent anzmias. 

In the modern clinical laboratory photo-electric colorimeters standardized 


so that readings of ‘100 per cent. hemoglobin’ are equivalent to 14.8 g. 


per 100 ml. of blood are now 
generally used. These have to 
be checked regularly with blood 
of known hemoglobin content. ed 
As such apparatus would be 
regarded as too complicated to 
be used in a consulting room, 
alternative methods are de- 
scribed, with a note on their Fic. 2.—M.R.C. grey wedge photometer. 
merits. (C. Davis Keeler, Ltd., London.) 
M.R.C. grey wedge photo- 
meter.—This apparatus (fig. 2), which is easily portable in its box, can 
be recommended for its reliability and accuracy. It is, however, expen- 
sive—costing about £34 complete. The principle of the instrument involves 
matching oxyhezmoglobin against a standard annular grey wedge under set 
conditions. It can be used with artificial or day light. 


20 c.mm. of blood, obtained by finger prick, are collected in a pipette and mixed 
with 4 ml. of 0.04 per cent. ammonia in distilled water in a small test-tube. One 
of the prism cells is filled with this diluted blood and the other with diluent alone. 
The density of the light transmitted by the test solution in one half-field is matched 
against the light transmitted through the adjustable grey wedge in the adjacent 
half-field. The hemoglobin content is read off a scale directly as a percentage, the 
instrument being calibrated so that ‘100 per cent. Hb’=14.8 g. per 100 ml. of blood. 
The method has the great advantage that no coloured liquid or glass 
standard is necessary, and that a reliable result is quickly obtained. The 
instrument is sturdy and there is very little that can go wrong. It is unfor- 


tunate that it costs so much. 


Sahli hemoglobinometer.—This acid hematin method has the advantage 
of convenience. It is an instrument which occupies little space in the 
doctor’s bag, and can be used at the bedside. The method can be criticized 
as having the drawbacks of a continuous dilution colour-match test and 
some people find such matching difficult. The glass standard has not yet 
been defined by the British Standards Institute. Nevertheless, I used this 
method for many years, and can testify that its practical usefulness out- 
weighs its recognized limitations in scientific accuracy. 





Five minutes is allowed between mixing 20 c.mm. of blood with N/10 hydro- 
chloric acid up to the ‘20 mark’ on the graduated tube before dilution with distilled 
water is made. 


The cost of the complete apparatus is about £3. With the reservation that 
the instrument should be calibrated by a clinical pathologist against a 
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standardized hamoglobinometer from time to time, this can be recom- 
mended as a perforce approximate, but clinically useful, method. 

Haldane carboxyhemoglobin method.—This apparatus, which also costs 
about £3, has an accepted colour standard. With practice it gives a fair 
degree of accuracy, but it has the disadvantage of needing coal gas which 
puts a limit on its use. 

Tallqvist scale.—Whilst the 'Tallqvist method has at times met with scorn 
and derision there is, in my opinion, little doubt that it can prove a useful 
rough guide. I have found that within a range of ‘40 to go per cent. Hb’ 
the difference is not very often over 10 per cent. when compared with a 
photo-electric method. 


WHITE CELL COUNTS 

If a doctor wishes to do white cell counts and stain and examine blood 
films a microscope is necessary. Any conventional model with triple nose- 
piece carrying 2/3, 1/6 and 1/12 objectives, and a substage condenser will 
be suitable. A movable stage, although not essential, is most desirable and 
a microscope or ‘anglepoise’ lamp will be necessary, as will immersion oil 
and xylol. For cell counts a hemocytometer with optical cover slips is 
required, and the best apparatus to purchase is a double-chamber improved 
Neubauer type with ‘bright line’ ruling. This is particularly valuable for 
the occasional user as the rulings show up sharply under the microscope, 
and greatly facilitate one’s work. 

Leucocyte-counting fluid is made up by adding 2 ml. of glacial acetic 
acid to 100 ml. of distilled water and tinting with a few drops of gentian 
violet. A small amount from a stock bottle can be kept in a wide-mouthed 
universal container for routine use. White cell pipettes may be used for the 
collection and dilution of blood but a preferable alternative is to take up 
20 c.mm. of blood in a ‘hemoglobinometer type’ pipette and to add it to 
0.38 ml. of leucocyte-counting fluid in a small tube, which is subsequently 
corked, well shaken and the hemocytometer then filled with the 1 in 20 
dilution of blood so obtained. Cleaning of pipettes is carried out with serial 
washings in water, alcohol and acetone. 


BLOOD FILMS 
Microscope slides of good quality should be obtained, and these should be 
stored in spirit, and dried with a clean grease-free linen cloth before use. 
A supply of such cleaned slides can be kept ready for use in a small slide 
box, together with a slide with a perfectly smooth bevelled edge and a 
corner filed off for use as a spreader for making films. Blood films are made 
by placing a small compact drop of blood about 2 cm. from the end of a 
clean slide. Without delay the spreader is then drawn back along the slide 
at an angle of 45° until the drop results in an even spread at the line of 
contact. Immediately this occurs the film should be made by a rapid even 
forward motion wifi the spreader. At least two or three films should be 
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made and the patient’s name and the date are conveniently written in pencil 
through the edge of the film. 

Of the Romanowsky dyes, Leishman’s is the most simple for staining 
films. The following items are required :— 

(1) Drop-bottle of Leishman’s stain. 

(2) Drop-bottle containing distilled water. 

(3) Wash-bottle of buffer distilled water pH 6.8. 

A staining rack over a sink is ideal, but an improvised staining tray, as 
shown in figure 1, can be made by placing two glass rods over a glass or 
plastic basin. The rods are held in position by ‘plasticine’ and are easily 
adjustable. Phosphate buffer solution, pH 6.8, is most conveniently made up 
in amounts of 200 ml. by dissolving ‘buffer tablets’, which can be obtained 
commercially, in distilled water. 


ERYTHROCYTE SEDIMENTATION RATE 
Of the several methods available that of Westergren is recommended: 
2.5 mm. bore tubes graduated from o to 200 mm. are easily filled and 
cleaned. They are set up in a special stand, being securely held between 
spring clips and rubber seats in a strictly vertical position. A time clock for 
setting to ring at the time for reading the test, usually at one hour only, 
is well worthy of purchase. 


For the collection of blood for the Westergren sedimentation test 0.4 ml. of 
sterile 3.8 per cent. sodium citrate is taken up into a sterilized dry 2-ml. syringe. 
The needle is then inserted in the vein and blood withdrawn to the 2-ml. mark. 
The mixture is then ejected into a small jar and the sedimentation tube filled and 
set up without delay. As an alternative, and preferable, modification, 2 ml. of venous 
blood collected in a dry syringe are added to 0.5 ml. of sodium citrate in a small 
jar and thoroughly mixed. A 1:4 mixture of citrate to blood is obtained, and this 
avoids difficulties which may be encountered in collection by the originally recom- 
mended method with citrate in the syringe. 

SYRINGES AND CONTAINERS 

Syringes.—Whilst dry sterilization of fused-in metal-tip or all-glass syringes 
in a hot-air oven is ideal, this is rarely feasible in general practice unless 
special arrangements can be made. The establishment of a sterile syringe 
service to meet requirements of practitioners using ever-increasing numbers 
of syringes is a need still to be met. A supply of 2-ml., 5-ml. and 10-ml. 
syringes and serum needles (gauge 19 or 20) should be held. Syringes and 
needles which are boiled must be drained of all water before use; the method 
is not ideal but it is preferable to storing them in spirit. Alternatively, 
‘behring’ venules can be used to collect blood specimens. 

Containers.—Blood collected by venepuncture for hematological tests 
must be forwarded to the laboratory in appropriate containers, depending 
upon the type of investigation required. They should be clearly labelled 
with the patient’s name, and date and time of collection. A request form 
giving clinical information as well as the practitioner’s name and address 
and telephone number accompanies the specimen. The containers com- 
monly used are:— 
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(1) Screw-cap bottles containing dry anticoagulant (Wintrobe oxalate mixture or 
sequestrene) are used for specimens requiring hemoglobin estimation, cell counts 
and ‘absolute values’. The correct amount of blood, which should be indicated on 
the label of the container, is added and mixing effected without delay. As blood 
films from oxalated blood are unsatisfactory for staining, two or three films should 
be made from fresh blood obtained at the time of venepuncture or, often more 
conveniently, by a separate finger prick. 

(2) Citrate tubes —Sodium citrate (3.8 per cent.) is used as an anticoagulant for 
the Westergren sedimen- 
tation test, as has already 
been described. This 
anticoagulant is also used 
for specimens of blood 
required for the estima- 
tion of ‘prothrombin 
activity’ in the control 
of anticoagulant therapy. 
The ratio of 3.8 per cent. 
citrate to blood for this 
test is 1:9 in contrast to 
1:4 needed for the ery- 
throcyte sedimentation 
rate. The provision of 
specially marked and 
labelled tubes containing 
citrate ensures the pro- 
per collection of such 
specimens. 

(3) Sterile universal 
containers or chemically 
clean dry tubes are neces- 
sary for the collection of 
clotted blood for sero- 
logical tests such as blood 





Fic. 3.—Outfit issued to general practitioners for sending - d identifi 
specimens for blood counts to the laboratory. grouping and identifica- 

tion of rhesus anti- 

bodies, Wassermann and Kahn tests and Paul Bunnell reactions. 10 ml. of blood 


should be sent. 


SUBMITTING SPECIMENS TO THE LABORATORY 
So far as blood cell counts and sedimentation rates are concerned, the best 
results are obtained when the patient attends the laboratory and the speci- 
mens are collected and tested without delay. Alternatively, specimens can 
be handed in to the laboratory as early in the day and as soon after collection 
as is possible. The sending of blood specimens for blood counts through 
the post is less satisfactory in some respects as such delay results in white 
cell counts being less reliable and renders performance of sedimentation 
rates impossible. For other investigations such a postal service has proved 
to be most valuable, and has worked well for general practitioners served 
by our laboratory. Figure 3 shows one type of box containing Wintrobe 
oxalate bottle, slides, instructions and request form issued to general prac- 
titioners using our service. A suitable strong envelope addressed to the 
laboratory and marked ‘Pathological Specimen: Fragile with care’ is also 
included for submitting specimens by letter post. This satisfies postal 
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regulations which prohibit the sending of pathological specimens by 
parcel post. 
SUMMARY 

Although not all hospitals have laboratories which can render a routine 
general-practitioner service, and there is bound to be a limit to the amount 
of ‘outside’ work that any hospital laboratory can undertake, the practi- 
tioner will find that by meeting and talking with his local clinical pathologist 
the facilities which may be available to him can be used to the best 
advantage. 

Having done primary tests the doctor can, by selection, then refer 
patients to hospital, or send specimens to laboratories for more detailed 
investigation. This will avoid unnecessary requests for perfunctory ‘full 
blood counts’. He will add interest to his work, reduce hospital attendance 
by his patients, and, with the use of the equipment linked with the services 
described, so investigate his cases that rational therapy may be prescribed. 


Thanks are due to Mr. T. S. Dee, clinical photographer to the Queen Elizabeth 
Hospital, for the photographs. 


REVISION CORNER 
PSITTACOSIS 


In this country human infection with psittacosis virus is probably commoner 
than is generally supposed by those who think of the disease as a severe 
pneumonia occurring in a patient who has been in contact with a sick 
parrot. In recent years the wider application of laboratory tests for cases 
diagnosed mainly as ‘atypical pneumonia’ has revealed a regular though 
minor incidence of positive findings. For instance, information from the 
Public Health Laboratory Service (Dr. C. E. D. Taylor, personal com- 
munication) reveals 171 cases in 1956: on clinical and serological evidence 
these were presumed to be psittacosis and it is, of course, likely that the 
true incidence is much higher. Atypical pneumonia is a syndrome of 
multiple etiology, and Q fever or influenza may also be incriminated as the 
result of laboratory tests but in the majority of cases the cause is as yet 
unknown. 

Of importance in contributing to human psittacosis is the fact that many 
birds other than psittacine species (parrots, parakeets and budgerigars) may 
be infected. This is true, for example, of pigeons, chickens, ducks and 
turkeys. For this reason, some prefer to use the term ornithosis in place of 
psittacosis. Furthermore, although the bird with active disease presents a 
greater risk, avian infection may be quite inapparent; the virus can, how- 
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ever, be shed in the excreta even from healthy birds and from them infected 
dust particles may be inhaled by man. At times a clear-cut diagnosis of 
psittacosis may be made although the patient can give no indication of its 
source. Chance and indirect contact may escape detection and the possi- 
bility also exists that infection may spread from one human subject to 
another (Eaton, Beck and Pearson, 1941; Olson and Larson, 1944). 


CLINICAL PICTURE 

After an incubation period of about ten days the disease usually takes the 
form of an acute infection of moderate severity with evidence of zonal 
infiltration in the lung. The findings conform with those ,or ‘atypical’ or 
virus pneumonia in that the patient is feverish, at times sweating, has severe 
headache and a cough which is productive of only a small amount of viscid, 
mucoid sputum. There may be pain in the chest, and physical signs there 
are minimal or even absent; this contrasts with the definite evidence of focal 
consolidation revealed by x-rays. Patchy ‘ground-glass’ shadowing is seen 
usually at the base but other zones may be involved and repeated examina- 
tions sometimes show a migratory tendency. 

In the absence of secondary bacterial infection, which can occur early in 
the course of the illness, the leucocyte count is normal or somewhat reduced. 
It must be remembered that cases occur without any pulmonary involve- 
ment and then present as a featureless pyrexial illness not distinguishable 
except by laboratory tests from, say, enteric fever. Quite mild and even 
symptomless infections are not unknown. Further information on this 
possibility is needed as well as on the occurrence of prolonged respiratory 
carriage of virus. One remarkable case which yielded virus in the sputum 
for as long as eight years after the original attack has been described (Meyer 
and Eddie, 1951). 


DIAGNOSIS 

In patients with the form of respiratory infection referred to above, the 
likelihood of some type of virus pneumonia will be suggested by the clinical 
and radiological findings and will be further supported by the absence of 
an inflammatory blood count or of predominant bacteria in the sputum. 
The possibility of psittacosis must always be considered and in most cases 
some significant evidence can be discovered: for example, a psittacine bird 
has been recently bought, or become ill, or the patient is directly or in- 
directly connected with a pet shop. Pigeons may be kept for sale, show or 
competition and can be a source of infection. 

Where possible, an attempt should be made to demonstrate the virus in 
the sputum or in defibrinated or citrated blood. This is only likely to be 
successful in the early stages of the illness and requires that the specimen 
be sent without delay to a virus laboratory. This may involve the need for 
transport at low temperature and for this purpose insulated containers can 
be obtained through the Public Health Laboratory Service. 








502 THE PRACTITIONER 


Isolation and identification of the virus, however, is time-consuming and 
more often reliance is placed on examination of the serum for antibodies. 
For this, the complement fixation test is used and is valuable in detecting 
antibody not only against psittacosis virus but also against influenza A, 
B and C and Rickettsia burneti of Q fever. As with all serological tests, the 
mere detection of some antibody is not necessarily significant in relation 
to the illness in question and it is of the greatest importance that paired 
samples, one collected in the early acute phase and one two to three weeks 
later, should be submitted. In psittacosis the difficulty of interpretation is 
further increased by the fact that the causal agent is one member of a large 
group of viruses which have in common the same predominant antigen. 
For this reason the very different human disease, lymphogranuloma 
venereum (L.G.V.), gives rise to antibodies which react with psittacosis 
antigen. Since these group antibodies may persist in the circulation for 
months or years, in a case of suspected psittacosis there is a special need 
to demonstrate the production of antibody during the current illness or 
at least a four-fold increase in the amount. 


TREATMENT 

Psittacosis virus has been shown experimentally to be susceptible to peni- 
cillin (Bedson and May, 1945) which has been used successfully in the 
treatment of human infection (e.g. Tasker, 1949). It appears, however, that 
virus strains exist which are less sensitive to penicillin, and the tetracycline 
group of antibiotics (chlortetracycline, oxytetracycline) is more consistently 
effective. When infection by psittacosis virus is suspected, prompt treat- 
ment is required although this necessarily influences the antibody response 
and may make the interpretation of serological tests less definite. The 
possibility of secondary bacterial infection should not be forgotten and if, 
with treatment, a satisfactory clinical response is lacking a further specimen 
of sputum should be examined bacteriologically. 


CONCLUSION 
Psittacosis thus provides one of many examples of a disease about which 
there is more to be learned. Only awareness of it on the part of the practi- 
tioner who sees patients will lead to advances in knowledge of the very 
variable clinical manifestations and of the numerous sources of infection. 


C. F. BARWELL, M.D. 
Professor of Bacteriology, The London Hospital. 
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THE MANAGEMENT OF FURUNCULOSIS 


FURUNCULOSIs is an inflammation of the hair follicles and sweat glands due 
to Staphylococcus aureus. This organism is found in the nose of about half 
the population, and it is often found on the skin without causing disease. 
Various local and general conditions render it pathogenic to its human host, 
and as the host’s skin can readily be infected from his own nose, the disease 
is both chronic and liable to recur. The buttocks, the axilla, the back of the 
neck, the face, and the forearm are the commonest sites. Sometimes a number 
of adjacent furuncles coalesce to form a carbuncle; this is an extremely 
painful condition involving much local tissue destruction, which is often 
followed by scarring. Any lowering of local or general resistance may upset 
the equilibrium in which a staphylococcus lives with its host, allowing it to 
multiply and cause disease. The management of furunculosis consists in 
eliminating any cause of lowered resistance and strengthening the defence 
mechanisms of the body, in addition to a direct attack on the infection. 


GENERAL MEASURES 

The first important measure is to search for an underlying cause of lowered 
resistance. This may be a general illness, hitherto unsuspected or. un- 
controlled. Diabetes mellitus is perhaps the most important example of 
such a condition, and in every case of furunculosis a specimen of urine 
should be examined for the presence of glucose. Other general disorders 
which may manifest themselves in a crop of boils are chronic nephritis or 
minor degrees of malnutrition, particularly a deficiency of vitamins. 

Lack of personal cleanliness is another important predisposing factor; the 
organism may spread rapidly on a dirty skin covered with dirty clothing, 
especially if it is repeatedly dampened by perspiration. Pediculosis or scabies 
may also underlie a persistent furunculosis. Nose-picking is a potent cause 
of crops of boils, the fingernails retaining a culture of the organisms which 
may be scratched repeatedly into the skin. On the other hand, the obsessive 
overcleansing of a patch of skin has also been known to favour the persistence 
of furuncles, and the neurotic individual who scrubs his skin excessively 
with a hard brush is a common victim. Furunculosis of the external ear is 
often due to the habit of poking or swabbing the external auditory meatus. 

It has often been observed that the disease has afflicted people in good 
general health who are of a somewhat obsessive mentality. The disease is 
also liable to affect several members of a closed community under conditions 
of tension and anxiety, the classical example being boat race crews in 
training. There is little doubt that some of the more bizarre forms of 
treatment have succeeded owing to the patients’ suggestibility. Thus, 
injections of tin and manganese compounds have no scientific rationale and 
are, incidentally, rather painful, yet they have been known to bring about 
cures. There is little or no scientific evidence in favour of weekly injections of 
staphylococcal toxoids or autogenous vaccines, yet these, too, have been 
employed with success. 
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SPECIFIC MEASURES 

A swab of pus from one of the furuncles should be taken when the patient is 
first seen, and should be sent to a laboratory for culture and sensitivity tests. 
The patient should then be treated with a full course of an antibiotic to 
which the organism is sensitive. Most will respond to penicillin, which is 
the drug of choice and should be given by injection. Tetracycline or one of 
its derivatives is the second choice. Erythromycin should be reserved for 
the cases resistant to the antibiotics already mentioned; such cases are rare 
outside hospital. It is not necessary to use mixtures of antibiotics. 

The disease will undoubtedly recur unless the general measures mentioned 
above have been dealt with; antibiotics alone are not enough. 


LOCAL TREATMENT 

Furuncles may be brought to a head by means of ‘antiphlogistine’ poultices 
or hot fomentations. Alternatively, if there are no hairs in the vicinity, or 
after shaving, a circular piece of ‘elastoplast’ may be placed over the furuncle, 
with its centre cut out so as to leave the head uncovered. Another, larger 
piece of plaster should then be placed over the smaller piece, covering it 
completely. When the furuncles start to discharge, dressings of magnesium 
sulphate paste will help to evacuate the pus. The skin in the neighbourhood 
of the furuncles should be kept shaved, and should be painted twice daily 
with a mild antiseptic: 1 per cent. aqueous gentian violet is useful, but has 
the serious disadvantage, in adults at least, of its intense and rather depressing 
colour, and the ease with which it stains bedlinen and clothing. Domiphen 
(‘bradosol’), 1 per cent. in 70 per cent. spirit, is colourless, and is much to be 
preferred. For extensive affected patches on the trunk or buttocks, a daily 
bath in 1/10,000 potassium permanganate (6 g. in an average bath), followed 
by drying and painting with alcoholic domiphen, is of value. Furuncles in 
the external auditory meatus are best dealt with by means of ribbon gauze 
soaked in 10 per cent. ichthyol in glycerin. Sometimes, as when the axilla 
is affected by a large furuncle, surgical treatment will be necessary. In 
persistent cases, the patient should attempt to sterilize his nose by rubbing 
chlorhexidine (‘hibitane’) cream gently into the nares. This may remove the 
reservoir of infection and lead to cure. 

A rare but serious complication of furunculosis of the nasal area is septic 
thrombosis of the cavernous sinuses. Patients should be warned never to 
attempt to express pus from boils in this area, as by driving infection inwards 
they may infect the cavernous sinuses. 

Sometimes the acute stage of furunculosis is so painful and depressing 
that patients have to be sent to bed for a few days. In fact, most cases will 
benefit from rest in bed when this is practicable. When patients carry on 
with their daily occupations, it is important to avoid unnecessary friction 
of the affected areas by clothing. This is extremely painful and may quickly 
bring about a state of apprehensive misery. 
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Furunculosis often affects people in a ‘rundown’ condition from overwork; 
if the illness persists or recurs in spite of treatment, a holiday should be 


taken as soon as possible. 


H. I. WINNER, M.D. 


Assistant Clinical Pathologist, Charing Cross Hospital. 





NOTES AND QUERIES 


Treatment of Infective Hepatitis 
Query (from a reader in South Africa).—Is 
there any justification for the use of a broad- 
spectrum antibiotic or of steroids in the 
treatment of infective hepatitis? 
Rep.y.—Antibiotics certainly have no known 
effect on the virus causing infective hepatitis 
and should not be used either for relapses or for 
the average attack. Wide-spectrum antibiotics 
are indicated for the very rare fulminant 
hepatitis which rapidly overwhelms the patient 
in coma. They are then used, not for their 
antiviral action but to suppress bacterial growth 
in the intestine. It seems likely that hepatic 
coma is partially due to cerebral intoxication 
by products of intestinal bacteria not metabolized 
by the diseased liver. Antibiotics are helpful by 
diminishing manufacture of these toxic sub- 
stances and the most satisfactory at present is 
neomycin in divided doses of 6 g. daily by 
month. 

Steroid therapy does not seem to have any 
effect on the underlying liver changes of 
infective hepatitis. It is not indicated in the 
average case, although it is often given in 
relapses. The improvement in appetite and 
well-being and the rapid disappearance of 
jaundice with fall to normal of raised serum 
globulin and thymol turbidity tests reassure the 
patient and the physician. The total duration of 
illness is decreased. When given for this purpose 
to an adult the dose is 10 mg. of prednisone 
three times a day. This is slowly reduced, the 
course lasting three to four weeks. Too rapid 
cessation of treatment may precipitate a further 
relapse. The steroid may merely act as a 
convenient ‘whitewash’. Alternatively, it is 
possible that there is an effect on antigen- 
antibody reactions which may be injuring liver 
cells. 

SHEILA SHERLOCK, M.D., F.R.C.P. 


Subacute Relapsing Pancreatitis 
Query (from a reader in Canada).—I should be 
grateful for help regarding a male patient of 


mine, aged 53. Five years ago cholecystectomy 
was performed for abdominal pains. This was 
followed by ‘spinal headaches’ from the 
anesthetic for three years. Then a gastric ulcer 
developed, probably as a result of worrying 
about the headache. A year ago a partial 
gastrectomy was performed for ulcer pains. The 
ulcer was non-malignant. Since the operation, 
every two or three months he has had attacks of 
constant, severe upper abdominal pain which 
lasts for a week or more. There is no distension, 
flatulence, vomiting, or bowel upset. There is 
slight epigastric tenderness. There is no achlor- 
hydria. The barium meal was normal. Hemo- 
globin—75 on 14.5 g. scale. There is no 
hypertension, cardiac abnormality, or palpable 
tumour. The urine is normal. The pain is not 
relieved by alkalis or by antispasmodics. There 
is no evidence of tabes. 


Rep_y.—It would seem likely that this patient 
is suffering from attacks of subacute relapsing 
pancreatitis. The past history of cholecys- 
tectomy—presumably for cholecystitis with 
stones—together with the severity and situation 
of the recurring attacks of pain suggest this 
diagnosis. It may be difficult even at operation 
to be sure of the firm and thickened nature of 
the pancreas in this condition and the diagnosis 
is consequently hard to confirm. There is 
usually vomiting in the attacks and loss of 
weight. It might be worth while having the 
patient’s serum amylase estimated during an 
attack, though it is not always raised even in 
proved cases. If the cause of the pain is not 
pancreatic it might be largely of nervous origin 
with spasm of the transverse colon, and the 
years of headache following the first operation 
might possibly point to this, but subacute 
relapsing pancreatitis seems the more probable 
diagnosis. In this case an explanation should 
be given to the patient and any possible exciting 
factors removed as far as possible. Over- 
tiredness, chill and alcohol: excess sometimes 
bring on attacks, but other particular dietary 
factors are not often concerned. 
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The attacks may be helped by anticholinergic 
drugs and full doses of methantheline bromide 
(‘banthine’) orally or by injection may be tried, 
giving 100 mg. parenterally every six hours at 
the start of the attack. Other antispasmodics are 
sometimes helpful and one of the newer pre- 
parations of scopolamine (e.g. hyoscine N- 
butylbromide [‘buscopan’]) is worth a trial. 
Surgical treatment may have to be considered 
and good results may follow division of the 
sphincter of Oddi—but an expert surgical 
opinion would be necessary before any de- 
cision on this kind of treatment is taken. 

T. C. HUNT, D.M., F.R.C.P. 


Congenital Deaf-Mutism 
Query.—One of my patients, whose mother and 
father are both deaf and dumb, is contemplating 
matrimony but his fiancée fears that any children 
of the marriage might be mute. My patient and 
his only brother are quite normal. Can any 
reassurance be given? 
Rep_y.—Is any information forthcoming as to 
whether the mother and father have acquired 
or congenital deafness? If the deafness is 
acquired, which I doubt in view of the story 
that they are also dumb, it must have occurred 
at a very early age, but there will be no defect 
to hand on. If, however, the mother and father 
were deaf from a congenital cause and if there 
was a history of deafness or other congenital 
defect in the family history, then there is a very 
high probability that the children of this 
marriage have a recessive gene of deafness. 
Deafness can therefore occur if the prospective 
wife should also happen to have a recessive gene. 
I am afraid it is not possible to be more definite 
about this without a few more details of the 
history. 

EpitH WHETNALL, M.S., F.R.C.S. 


Teething 

Query.—My daughter aged 15 months, and 
active and healthy, erupted her first two lower 
central incisors three months ago, and no more 
to date. For about six weeks she has suffered 
from swelling and inflammation at the site of the 
upper two incisors, she is sleeping less and her 
sleep is disturbed, with periods of diarrhcea. 
The urine smells strongly of ammonia. The child 
is seen once or twice a month by a doctor in the 
welfare centre who gives reassurance, but her 
mother is becoming exhausted. 

I should be grateful for advice. 

Rep_y.—The good thing is that the child is 
active and healthy and the infant welfare doctor 
has clearly found nothing seriously wrong. I 
sympathize profoundly with mothers who get 
tired, for I find the crying of a child very wear- 





ing. There is no doubt that teething is often 
associated with a cough, loose stools and napkin 
rash. The doctor who said ‘teething never pro- 
duces anything but teeth’ was wrong. I suppose 
the napkin rash comes because the loose stools 
bring more live urea-splitting organisms into 
the napkin. These act on the urea in the urine 
and produce ammonia, which produces the rash. 
For the pain of teething, aspirin can be given 
three or four times a day. Trial will show how 
often this is needed to prevent the child having 
much pain. Napkin rash was the subject of an 
article by Vulliamy and Mac Keith in The 
Practitioner (September 1954, 173, 271). To 
what we thought then I would add news of an 
ingenious invention. This is a water-repellent 
fabric. It is put against the baby’s skin inside the 
napkin. The urine passes immediately through 
on to the napkin and therefore does not remain 
in contact with the baby’s skin, it does not fer- 
ment and the skin does not become inflamed. 
These can be obtained, under the name of 
‘Dri- Tots’ (Rheumawear Ltd., Dri - Tots 
Division, 76 The Rock, Bury, Lancs.). 

RonaALD Mac KEITH, D.M., F.R.C.P., D.C.H. 


Vaccination in an Eczematous 
Infant 


Query.—I was interested to read Dr. Norman’s 
article on allergy in childhood (The Practitioner, 
June 1957, p. 695) and would be most grateful 
for an answer to the following query :— 


Is vaccination contraindicated in a baby with 
infantile eczema, once this has been tem- 
porarily ‘cured’ with emulsifying ointment or 
hydrocortisone ointment? In other words, is it 
the presence of the skin lesion or the allergic 
disposition which makes vaccination dangerous? 
Is the risk of encephalitis after primary vac- 
cination greater in childhood than in adults? 
If so, how long should vaccination be postponed 
in a three-month-old baby with mild eczema? 


Rep_y.—The vesicles in eczema vaccinatum 
(and herpeticum) contain the living virus and 
are due directly to the virus and not to an 
allergic reaction. It is presumably the damaged 
condition of the skin in active eczema which 
permits entry of the virus; perhaps the serous 
discharge from the eczematous vesicles forms a 
good medium for the virus. It should therefore 
be safe, or reasonably safe, to carry out vac- 
cination against smallpox when the eczema is 
inactive. There is, however, some suggestion 
that steroids may lower resistance to viral infec- 
tion and so vaccination may be unwise imme- 
diately after cortisone treatment, even if the 
eczema has improved. In fact, eczema vacci- 
natum is so rare that no-one has sufficient 
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experience to dogmatize and it can only be said 
there is some risk in vaccinating eczematous 
infants and this must be weighed against the 
risks of leaving them unvaccinated. Under 
present conditions in this country, it would 
seem better to delay vaccination for several 
years, although it may possibly be quite safe to 
carry out vaccination during a remission, how- 
ever induced, especially if further protection is 
given with gamma globulin. 

It must be remembered that eczema vac- 
cinatum may occur in an eczematous child as a 
result of contact with another member of the 
family who has been vaccinated and so the 
isolation of the one or the other is necessary 
during the period of vesicle formation. 

The risk of developing encephalitis after 
primary vaccination is considerably greater in 
older children than in infants under one year 
of age, and in adults than in children. The 
mortality, however, diminishes with age, being 
half as much in adults as in infants. ‘In 1955, 
five of the six reported cases of post-vaccinal 
encephalomyelitis were associated with primary 
vaccination done under the age of one year. 
One of these cases was fatal’ (Annual Report of 
the Ministry of Health for 1955). The textbooks 
quote the incidence of encephalitis as varying 
widely in different epidemics, but seeming to 
lie somewhere between 1 in 50,000 and 1 in 
100,000 vaccinations. 

A. P. NORMAN, M.B.E., M.D., F.R.C.P. 


Helminthiasis 

Query (from a reader in Ceylon).—How long 
can a roundworm, hookworm, tapeworm or 
whipworm live in the human host? What are 
the signs and symptoms of a child infested with 
roundworms—heavily and moderately? How 
are these signs and symptoms brought about? 
Are they due to the toxins of the worm? 


Rep.y.—No experiment ever seems to have 
been done to determine the life-span of these 
worms, as the knowledge gained would have 
little practical importance. It is known, however, 
that hookworms survive at least six years in 
patients who have left an endemic area. Round- 
worms, tapeworms and whipworms are found 
all over the world, so reinfection can never be 
excluded. Roundworms are thought to live at 
least two years, Tania saginata at least five years, 
and there is no information about the life-span 
of whipworms. 

The symptoms of roundworm infection fall 
into three groups: (1) those due to migration of 
the larve, (2) those due to the mechanical effects 
of adult worms, (3) those due to the toxic or 
nutritional effects of adult worms. 

(1) In the first week after ingestion of the eggs, 


severe pulmonary symptoms may occur, particu- 
larly in children. These are due to the migration 
of the larve into the lungs. Fever, cough, 
hemoptysis, bronchial rales and pneumonic 
consolidation are encountered. Occasionally the 
child dies. Later, when the larve have reached 
the general circulation, symptoms due to focal 
lesions in the brain, spinal cord or kidneys may 
arise, but these are rare. 

(2) Adult worms, even in light infections, may 
cause local disturbances by migrating into the 
appendix, biliary system, pancreatic duct, nose, 
Eustachian tubes or trachea. Very heavy infec- 
tions in children may cause intestinal obstruction 
and, especially when treated too drastically, 
perforation of the small intestine. 

(3) Roundworms are known to contain toxins 
such as neurotoxins and anaphylaxins which, in 
heavy infections, may play some part in pro- 
ducing such symptoms as nausea, restlessness 
and vague abdominal pain. The worms also 
contain a protease which inhibits the action of 
pepsin and trypsin. This has an important effect 
in interfering with the host’s digestion of protein. 

There is no physical sign characteristic of this 
infection, which can only be confirmed by the 
finding of a worm or ova in the stools. 

F. D. SCHOFIELD, M.B., M.R.C.P., D.T.M. & H. 


Insect Bites 


Query.—With reference to the article on ‘Wasp 
and Bee Stings’ in the June issue (p. 712), 
can the same information be applied to mos- 
quitoes, gnats, midges, and so on; if not, 
what treatment is effective in alleviating the 
irritation of their stings? 

Rep.y.—The reaction to the bites of ants, lice, 
flies, fleas and mosquitoes is due to an acquired 
hypersensitivity to the protein component of the 
insect’s saliva which enters the wound when the 
insect bites. This hypersensitivity is specific. 
Boycott (1912) showed that his wife, who reacted 
violently to the bite of the human flea, did not 
respond to bites of rat fleas until they had fed 
on her five times during six weeks. Others report 
sensitization to ants (Morehouse, 1949), lice 
(Peacock, 1926), and mosquitoes (Mellanby, 
1946). The reactions are usually mild and local 
but occasionally there are systemic effects 
(Morehouse, 1949). Treatment is similar to that 
of bee and wasp stings. 


References 
Boycott, A. E. (1912): ¥. Path. Bact., 17, 110. 
Mellanby, K. (1946): Nature (Lond.), 158, 554. 
Morehouse, C. H. (1949): ¥. Amer. med. Ass., 141, 193. 
Peacock, A. D. (1926): Nature (Lond.),, 118, 696. 


THomas MARSHALL, M.B., CH.B. 


Playing-field Fertilizers 
Query.—With reference to the item in your 
July issue (p. 104) on ‘Sewage Humus as 
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Garden Fertilizer’, what is the possibility of 
tetanus surviving in sewage which might be a 
source of danger when sewage humus is used 
on playing fields? 

Rep.y.—Many bacteriological studies upon the 
ecology of Cl. tetani have shown that the 
bacillus is present very widely in the feces of 
most of the common domesticated and wild 
animals in this country as well as in those of 
man. There seems no reason therefore to believe 
that the use of sewage humus upon playing 


fields would be any more dangerous than that 
of ordinary farm manure. It seems clear that 
both are highly undesirable as a ground dressing, 
and it is not improbable that the occasional 
cases of tetanus which have followed injury on 
the football field have resulted from the use of 
animal manures. If the quality of the turf on 
such fields is in need of improvement, it would 
seem much preferable to apply some suitable 
‘chemical fertilizer’ whose employment would 
entail no such risk. 

Proressor G. PAYLING WRIGHT, D.M., F.R.C.P. 


PRACTICAL NOTES 


Chloroquine in Rheumatoid 
Arthritis 


CHLOROQUINE ‘comes closer to the ideal for 
long-term safe control of rheumatoid disease 
than any other agent now available’, according 
to A. W. Bagnall (Canadian Medical Association 
Journal, August 1, 1957, 77, 182) as a result of 
his findings in a four-year study of continuous 
chloroquine therapy in 108 cases of rheumatoid 
arthritis and 17 cases of Marie-Striimpell 
spondylitis. The dosage of chloroquine was 250 
mg. once daily, usually administered at bedtime. 
The over-all results show that of the patients 
with rheumatoid arthritis, 36°, showed com- 
plete remission and 35% showed major im- 
provement. The comparable figures for the 
patients with spondylitis were 24°% with com- 
plete remission and 47°% with major improve- 
ment. As a rule, objective improvement was 
not noted until after six to twelve weeks’ treat- 
ment, and the maximum response was usually 
delayed for six to twelve months. To bridge 
this gap, and to obtain the best results, ‘standard 
treatment was also given—particularly the basic 
programme of adequate rest, exercise therapy, 
salicylates and sedation’. 

No definite serious toxic effects were en- 
countered but the number of minor toxic 
reactions was relatively high. Of the 125 patients, 
70 had a total of 105 reactions, but ‘76% of these 
“‘reactors’”’ were later able to take the full dosage 
of chloroquine consistently, and only 12 were 
forced by toxicity permanently to stop chloro- 
quine’. Dermatitis was the most troublesome 
side-effect. Leucopenia (with a normal dif- 
ferential count) occurred six times, but in no 
case did it require cessation of treatment. It is 
admitted that ‘no good reason why chloroquine 
should be effective in rheumatoid disease can 
be given’. 


Chlorpromazine in Dysmenorrhea 
‘CHLORPROMAZINE is a valuable addition to the 
available treatments for dysmenorrhcea, par- 


ticularly when this condition is severe enough to 
cause vomiting, or to require narcotics in its 
treatment’, according to W. D. Chamblin and 
J. D. Corbit, Jr. (American Journal of Obstetrics 
and Gynecology, August 1957, 74, 419). This 
conclusion is based upon the findings in two 
clinical trials carried out on a group of 37 nurses 
with primary dysmenorrhcea of such severity as 
to compel them to take to bed during menstrua- 
tion. In six the pain was accompanied by nausea 
and vomiting. In the first trial, using a double- 
blind technique, a comparison was made of 
APC (aspirin, phenacetin and caffeine), a 
placebo, and chlorpromazine (10 mg.), each 
taken four-hourly as required. Each of these 
was equally effective in relieving pain, but chlor- 
promazine was particularly effective in patients 
in whom dysmenorrhcea was accompanied by a 
greate- than usual amount of tension and anxiety 
and in those with nausea and vomiting. In the 
second, a comparison was made in 28 patients 
of: (a) a combination of chlorpromazine (10 
mg.) and ‘edrisal’ (a proprietary preparation 
containing amphetamine, 2.5 mg.; acetylsalicylic 
acid, 0.15 g.; and phenacetin, 0.15 g.); (b) 
codeine sulphate (15 mg.) and ‘edrisal’. The 
results with these two combinations were ‘highly 
effective’ and comparable: ‘good results’ were 
obtained in 24 patients with the chlorpromazine 
combination, and in 25 with the codeine 
combination. 


Nocturnal Enuresis 

“THE supreme need for a child with enuresis 
is not for costly and powerful drugs but con- 
fidence and moral support; and in most cases 
the parent needs this moral support as much as 
the child’, according to Margaret White (The 
Medical Officer, August 30, 1957, 98, 125). She 
reports her results with the first 75 children to 
attend the special clinic established in Croydon 
in 1954. The treatment used was by suggestion 
‘applied equally to parent and child’. Having 
gained the child’s confidence, he was given 
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coloured lactose tablets to take at night, and a 
chart to be filled in with red crosses for dry 
nights. He is warned that treatment will be slow 
and will take about six months. Dr. White does 
not believe that fluids should be restricted in 
the evening: it makes no difference and merely 
serves to draw attention to the condition. Small 
children should be wakened at 10 p.m. nightly 
and ‘sent to empty their bladder’. It is essential 
that the child should be wakened up completely 
for this, as ‘one of the contributory causes of 
nocturnal enuresis is being lifted and trained to 
micturate while still three-quarters asleep’. Of 
the electrical enuresis machine she says that it 
‘seems to provide the quickest and surest method 
of care, but its use is limited by the cost of the 
apparatus where large numbers of children are 
being dealt with. It is probably the method of 
choice in cases which are resistant to more simple 
therapy’. 

In the series which she has treated she reports 
a cure rate of 59%. The relapse rate of those 
originally cured was 12.5°%, whilst 14% of those 
discharged from the clinic only partly dry 
subsequently became dry. 


Hydrocortisone Ointment in 


Dermatitis Herpetiformis 

‘ALTHOUGH local hydrocortisone therapy is by 
no means completely effective in controlling the 
symptoms and eruption of dermatitis herpeti- 
formis, it yet has a useful place in the treatment 
of some cases’, according to J. O’D. Alexander 
(British Journal of Dermatology, July-August 
1957, 69, 280). This conclusion is based upon 
his findings in 13 cases. The preparation used 
was hydrocortisone acetate in a greasy base— 
usually in a strength of 2.5%. The beneficial 
effect is only temporary but ‘all patients who 
benefited were quite emphatic that the decrease 
in itching occurred within a few minutes of the 
application’. In three patients with severe 
itching who were unable to do without dapsone 
for more than a few days, it was found that with 
the use of hydrocortisone they were able to 
achieve ‘complete control of the disease’ with a 
lower dose of dapsone. It is therefore suggested 
that cases which are difficult to control with 
either sulphapyridine or dapsone may be 
brought under control more easily if hydro- 
cortisone ointment is applied simultaneously. 
A further use for it is in helping to reduce the 
dose of the drug when this is considered desir- 
able, as during pregnancy. It is also considered 
that it may be of value in helping to reduce the 
dosage of arsenical solution B.P. in the treatment 
of juvenile dermatitis herpetiformis. 


Dermabrasion 
Tue following are the results obtained by J. S. 


Pegum (Proceedings of the Royal Society of 
Medicine, August 1957, 50, 607) from the use of 
dermabrasion, using an electric motor capable 
of 18,000 r.p.m. and a toothed wheel made of 
steel as the abrading instrument, in 24 patients. 
The skin is first frozen with a spray of ‘arcton’, 
which is described as ‘a mixture of fluorinated 
hydrocarbons, with local effects similar to ethy! 
chloride but non-inflammable and non-toxic’. 
Tattoos were removed satisfactorily from the 
forearm in two cases, but ‘the cosmetic’ results, 
although acceptable to the patients, were far 
from perfect. A tattoo-mark was removed from 
the forehead of a West African: after planing the 
skin re-grew quite white. In four cases accidental 
tattoos, produced by the entry of road or coal 
dirt into the skin, were removed: two of these 
patients developed keloids which required 
further treatment. In six cases of post-acne 
scarring the results ‘showed improvement rather 
than cure’. Improvement occurred in one patient 
with ‘a scar with bridgework’ on the neck at a 
site of previous lymph-gland suppuration. In 
three cases of nevus flammeus the results were 
promising but variable. In two cases of adenoma 
sebaceum the lesions were flattened. In one case 
of lichen sclerosus et atrophicus the early result 
was ‘distinctly promising’. The treatment 
‘appeared to be useful’ in one case of infected 
sebaceous cyst. In one case of chronic discoid 
lupus erythematosus, treated twice, relapse 
occurred promptly after each treatment, as also 
happened with one case of linear nevus. There 
was no improvement in one case of alopecia 
areata. The complications encountered were 
milia, keloids, dyschromia, atrophy of the skin, 
and hemorrhage. The author concludes: ‘Prob- 
ably dermabrasion will remain as a useful treat- 
ment for a limited number of conditions and 
will take its place beside the other physical 
methods now used by the dermatologist’. 


Hemoglobinuria in Healthy 
Young Men 

THE occurrence of spontaneous hemoglobinuria 
in five otherwise healthy athletic students is 
reported by W. C. Stahl ( Journal of the American 
Medical Association, July 27, 1957, 164, 1458). 
In each case the student complained of painful, 
swollen muscles and coffee-coloured urine, 
which developed 24 to 48 hours after strenuous 
exercise. In every case the urine was found to 
contain albumin, white blood cells and hamo- 
globin. In two cases there were granular casts, 
and in one instance there was a slight rise in 
temperature and red blood cells were found in 
the urine. The urine cleared 48 to 72 hours 
after the onset of the discoloration. These cases 
differ from march hemoglobinuria in that the 
onset of the hemoglobinuria was so delayed— 
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24 to 48 hours, compared with two to three 
hours in the case of march hemoglobinuria. In 
the cases reported in this article it is considered 
that there was ‘a breakdown of the muscle fibres 
due to the extreme and excessive exercise, so 
that the myohzmoglobin was released into the 
blood plasma and then excreted through the 
kidneys’. It is therefore suggested that this 
syndrome should be called ‘exercise myohemo- 
globinuria’—a benign condition of short dura- 
tion, to be differentiated from march hemo- 
globinuria. In an addendum, the author states 
that since preparing his article he has seen three 
further cases of ‘exercise myohe#moglobinuria’. 


Treatment of Severe Tetanus 

TuE method of selection and the technique of 
treatment of seven Nigerian patients with 
‘tetanus of fatal severity’, treated by muscular 
paralysis and intermittent positive pressure 
respiration, are discussed by M. W. Glossop 
and M. D. W. Low (British Journal of Anes- 
thesia, July 1957, 29, 326). No patient was 
treated by paralysis and intermittent positive 
pressure respiration unless it was considered 
that ‘a fatal outcome was both inevitable and 
near at hand if therapy were to be continued 
along conventional lines by heavy sedation 
only’. The view is expressed that ‘had the 
respirator treatment not been instituted when 
it was, each of these patients would definitely 
have died within a period of twenty-four hours’. 
One of them survived. The general technique 
consisted of oral intubation under thiopentone 
and suxamethonium chloride, maintenance of a 
completely flaccid paralysis with laudexium 
methylsulphate intravenously, and intermittent 
positive pressure respiration continued in six 
cases with a Radcliffe respirator. The patient 
who recovered was ventilated with a Clevedon 
respirator, but it is not considered that the 
design of the respirator had anything to do with 
the outcome. Tracheotomy was performed 
within a period of twenty-four hours after the 
start of respirator treatment. All the patients 
received 50,000 international units of antitoxin 
intramuscularly on admission, 2 mega units of 
soluble penicillin daily, and other antibiotics as 
indicated. Sedation with sodium amylobarbi- 
tone was given if needed. A continuous intra- 
venous drip was kept running, the relaxant 
being mixed with the fluid in the bottle. 

The authors are ‘of the firm opinion that a 
proportion of otherwise moribund patients can 
be saved in this manner’. They add: ‘Perhaps, 
had the patients selected for respirator treatment 
been those in whom the prognostic criteria were 
not quite so unfavourable, we might have saved 
more lives’, 


Thiosemicarbazone in Leprosy 
ATTENTION is drawn by H. W. Wheate (Leprosy 
Review, July 1957, 28, 124) to the dangers of 
sulphone therapy in cases of atypical tuberculoid 
and borderline leprosy. In these cases thiosemi- 
carbazone may prove of considerable value. 
The recommended dosage is 50 mg. daily on 
six days a week for two weeks, followed by 
100 mg. for two weeks, and then 150 mg. daily. 
On this dosage schedule, no toxic manifestations 
have been encountered. When the reaction has 
subsided, as shown by flattening of the raised, 
succulent lesions and the disappearance of nerve 
tenderness, thiosemicarbazone is withdrawn and 
replaced by DDS. This stage is usually 
reached after six months to a year. The im- 
portance of the treatment of incipient palsies is 
stressed. The surgical removal of the nerve 
sheath, with transplantation in the case of the 
ulnar nerve, is of value in the acute phase, but 
mainly as a means of relieving pain. Evidence 
that it actually prevents the development of 
paralysis is ‘equivocal’, but it is ‘certain that no 
case with early palsy becomes worse after 
operation’. Simple massage and exercises to 
keep the fingers mobile are essential. A useful 
adjunct to these is a Bunnell knuckle-duster 
splint. 


The Sweat Test 


CONFIRMATION that the sweat test is of ‘great 
diagnostic value in cystic fibrosis of the pan- 
creas’ is provided by C. L. J. Vink (American 
Journal of Diseases of Children, July 1957, 
94, 40). It was in 1953 that it was first reported 
that the Na and Cl concentrations in the sweat 
of patients with this disease are usually signifi- 
cantly higher than in normal persons. Vink has 
compared the findings in 45 controls consisting 
of children with a variety of diseases, 23 children 
(age 3 months to 16 years) with cystic fibrosis 
of the pancreas, and 12 relatives (seven adults 
and five children) of the children with cystic 
fibrosis of the pancreas. In the 45 controls the 
mean concentration of Na in the sweat was 
a1.5 mEq. per litre (the highest value being 56), 
compared with 121 mEq. per litre (lowest 
value 78) in the children with cystic fibrosis of 
the pancreas, and 49.9 mEq. per litre among the 
relatives. The corresponding figures for the 
concentration of Cl were: 19.6 (highest value 
43), 118 (lowest value 79), and 45.7. Combining 
his figures with those of other workers, he 
reports that on the basis of the findings in 300 
sweat tests performed on patients with cystic 
fibrosis of the pancreas 99% of all the Na con- 
centrations were higher than 70 mEq. per litre, 
and all the Cl concentrations were higher than 
50 mEq. per litre. 
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REVIEWS OF BOOKS 


Medical Treatment. By KENNETH MACLEAN, 
M.D., F.R.C.P. London: J. & A. Churchill 
Ltd., 1957. Pp. vii and 696. Price sos. 

Sucu have been the advances in therapeutics 
during the last two decades that it is almost 
impossible for any reasonably sized textbook of 
medicine to give adequate space to the subject. 
Hence the steady increase in the numbeg of 
textbooks devoted to treatment alone. Many of 
these are of multiple authorship and therefore 
lacking that unity which is so essential to a 
balanced presentation of the subject. Others 
are written by pharmacologists rather than 
clinicians, and therefore lack that mellowing 
influence of first-hand experience of the effects 
of drugs in patients. 

Dr. MacLean’s new book avoids both these 
pitfalls. For all practical purposes it is a one- 
author book, and it ‘presents the problem of 
medical treatment as seen through the eyes of a 
general physician’. The only section he has not 
written himself is that on tropical medicine, in 
the preparation of which he has been fortunate 
to obtain the expert services of Colonel W. R. M. 
Drew. The book is a balanced and remarkably 
up-to-date review of the subject, and the only 
criticism is of detail. The author’s choice of 
proprietary names is somewhat invidious, and he 
would have been well advised to have used 
approved or official names throughout, and to 
have provided a list of equivalent proprietary 
names as an appendix. His use of old-fashioned 
symbols is also unfortunate: these will be 
meaningless to readers abroad and, it is to be 
hoped, to an increasing number of medical 
students in this country. 

These, however, are minor criticisms, and 
there can be nothing but praise for a book which 
provides the clinician and the senior medical 
student with a sound review of current therapy, 
with the emphasis where it should be—on the 
clinical uses of drugs. 


The Clinical Application of Antibiotics. 
Vol. III: Chloramphenicol and The Tetra- 
cyclines. By M. E. Florey, M.D. London: 
Oxford University Press, 1957. Pp. ix 
and 393. Figures 23. Price 84s. 

As an authoritative and comprehensive review 

of the literature on the subject up to a year ago, 

this book will prove invaluable. Each of the four 
antibiotics—chloramphenicol, chlortetracycline, 
oxytetracycline and tetracycline—are dealt with 
in turn. Many of the by-ways of antibiotics are 
explored, such as the experimental work sug- 
gesting that chlortetracycline accelerates the 


damage produced in the arterial wall by the 
feeding of cholesterol to rabbits, and the effect 
of this antibiotic in Hodgkin’s disease, and there 
is a chapter on the effect of chlortetracycline on 
growth. 

This is not a book for the novitiate. Clinical 
discrimination is lacking, as in the section on 
ameebiasis, which does not make it clear that, 
whatever the laboratory findings, clinically the 
tetracyclines are not ameebicides. It is, however, 
an essential reference book for those seeking a 
quick guide to the voluminous literature on the 
subject. 


Lectures on the Scientific Basis of Medicine. 
Vol. V: 1955-56. London: University of 
London, The Athlone Press, 1957. Pp. 
xii and 473. Illustrated. Price 453. 

For the practitioner of the art of medicine there 
is no better guide to the contribution of science 
to his art than this series of lectures arranged 
annually by the British Postgraduate Medical 
Federation for ‘young research workers and 
graduates seeking careers as consultants and 
specialists in the clinical branches of medicine 
and surgery’. The present volume consists of 
26 lectures, ranging from such near-clinical 
subjects as ‘the investigation of gastric digestive 
function in man’ and ‘the treatment of hepatic 
coma’, to the mysteries of ‘the steering of 
metabolic processes’ (by Professor H. A. Krebs) 
and ‘protein ribbons and sheets’. Little of this is 
immediately applicable to clinical medicine, but 
the inquisitive clinician—and like all naturalists, 
good clinicians are always inquisitive—will find 
this a stimulating book to have by him. Studied 
in instalments it will provide him with much 
food for thought and, well seasoned with dis- 
crimination, will help him in his work. 


Textbook of British Surgery. Vol. Il. 
Edited by Sir HENRY SOUTTAR, C.B.E., 
D.M., F.R.C.S., and J. C. GoLiGHEr, 
Cu.M., F.R.C.S. London: William Heine- 
mann Medical Books Ltd., 1957. Pp. 
viii and 694. Figures 349. Price {5 5s. 

Tuts volume covers the central nervous system, 

the eye, the ear, nose and throat, the breast, the 

heart, lungs and cesophagus. It maintains fully 
the high standard set in the first volume. This 
is a scholar’s textbook rather than an aid to 
examinations. The writers of each chapter deal 
with all aspects of the surgery of one region, 
with the basic scientific background as well as 
with the clinical and operative applications. 
Chapter V on the thyroid, and chapter VI on 
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cancer of the cervical lymph node and other 
aspects of neck surgery, are treatises as complete 
and as attractively written as it would be possible 
to find anywhere. Even better—because it deals 
with a subject less familiar to the student of 
surgery, and because it explains in phrases of 
crystal clarity and with diagrams whose meaning 
is at once apparent, problems of cardiac physi- 
ology and medicine on which most readers are 
anxious for guidance—is chapter XI on the 
surgery of the heart and great vessels by Norman 
Barrett and John Anderson. This chapter is in 
fact a monograph of a hundred and fifty pages, 
perhaps the best dissertation that has yet 
appeared. It should be compulsory reading for 
the Honours School in Physiology at Oxford. 


Unexpected Reactions to Modern Thera- 
peutics: Antibiotics. By Leo SCHINDEL, 
M.D. London: William Heinemann 
Medical Books Ltd., 1957. Pp. xii and 
146. Price 153. 


Ir is difficult to find fault with this little book 
except for its title; it should be called the ‘Side- 
Effects of Antibiotics’. There is room for a review 
of the side-effects also of other modern drugs 
and it is hoped that if it appears it will be 
written as clearly as this one. 

The book is a careful compilation of the 
American and European clinical trials and case- 
histories, and a full list of references is given in 
every chapter. There is no detectable personal 
bias and the conclusions reached seem very 
sound. It should be easy to turn to the appro- 
priate section before administering any of the 
lesser known agents. The records of the rarer 
complications with the older drugs should be 
equally useful. The publication is particularly 
well timed as the practitioner is being driven to 
use on penicillin-resistant Staphylococcus aureus, 
Proteus vulgaris and Pseudomonas pyocyanea in- 
fections a new range of agents with which he is 
not yet familiar, and about which the manu- 
facturers are hardly likely to publish in their 
advertisements every adverse report. 


Modern Therapy in Neurology. Edited by 
Francis M. Forster, M.D. London: 
Henry Kimpton, 1957. Pp. 792. Price 
gos. 

Times have indeed changed when there is felt 

to be justification for the publication of a book 

of this size on modern therapy in neurology. It 
was always a travesty of the facts to describe 
neurology as the home of therapeutic nihilism. 

On the other hand, to their honour, it was the 

neurologists who were always most careful not 

to allow themselves to be carried away by 





uncontrolled enthusiasm for unconfirmed thera- 
peutic claims. 

Whether this latest export from the United 
States will appeal to the critical faculties of the 
British school of neurology is doubtful but, if 
used with discrimination, it will prove a useful 
book of reference to the clinician. It is compre- 
hensive rather than selective, and a little more 
discrimination would have enhanced its value 
for the non-specialist. There are few, if any, 
therapeutic measures used during the last few 
decades, which are not described in considerable 
detail. 


Modern Office Gynecology. By GEORGE 
BLINICK, M.D., F.A.C.S., and SHERWIN A. 
KAUFMAN, M.D., F.A.C.S., London: Henry 
Kimpton, 1957. Pp. 218. Figures 47. 
Price 345. 

As the title implies, this little book is intended for 

the use of the general practitioner and the 

gynecologist in the consulting room. It is 
divided into three sections. The first deals with 
common gynzcological symptoms, the second 
with diagrams and the third with clinical 
abstracts and references relating to the various 
chapters of the first section. The first section is 
the main one of the book. It outlines the dif- 
ferential diagnosis of the cause of the symptoms 
and the various investigations which should be 
carried out. Treatment is described with em- 
phasis on the more conservative measures where 
applicable. The chapters are well arranged and 
easily readable, with heavy type used to draw 
attention to the various lesions. The illustrations 
are all black and white and well done. As one 
might expect the abstracts and bibliography of 
the third section are drawn chiefly from the 
American literature. 


Technique of Fluid Balance. By GEOFFREY 
H. Tovey, M.p. Edinburgh: Oliver & 
Boyd, 1957. Pp. viii and 100. Figures 12. 
Price 12s. 6d. 


IN recent years it has become increasingly 
apparent how great an effect imbalance of fluid 
and electrolytes may have on the patient’s 
chances of recovery. The subject is undeniably 
complex but Dr. Tovey’s excellent monograph 
provides a short, clear, reliable and readable 
introduction for those to whom this is a relatively 
new therapeutic method. 

The book outlines the underlying physio- 
logical principles, the consequences of depletion 
of the water, sodium and potassium components 
of body fluid, the requirements for maintenance 
of a healthy balance, the diagnosis and treatment 
of the abnormalities most commonly en- 
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countered and the results of injudicious or over- 
enthusiastic treatment. A final section discusses 
the special problems of fluid balance peculiar 
to children, patients with renal disease, diabetics 
and surgical cases. Although elegant tests can 
be devised and the composition of medications 
elaborated, it is Dr. Tovey’s contention that 
these are not necessary and he advocates sim- 
plification wherever possible. An accurate case- 
history, clinical observation and a well-planned 
fluid-balance chart properly recording, output 
and intake are sufficient to enable the doctor 
who has no well-equipped laboratory at his 
disposal to diagnose the type of deficiency, using 
a few simple laboratory tests as supplementary 
evidence. Sound and detailed guidance is given 
in the choice of solution to be used, the amount 
that should be used, the rate at which it should 
be given and in the management of the tran- 
sitional period when the patient is returning to 
normal diet. 

To the busy doctor and the newly qualified 
houseman this elementary synopsis of a com- 
plicated but most important subject will be very 
welcome and it can be highly recommended. 


The Teaching of Hygiene and Public Health 
in Europe: World Health Organization 
Monograph Series, No. 34. By F. 
GRUNDY, M.D., F.R.C.P., D.P.H., and 
J. M. MAackINTOSH, M.D.,  F.R.C.P., 
p.P.H. London: H.M. Stationery Office, 
1957. Pp. 254. Price 25s. 

Tue title of this book may convey a misleading 
impression of its scope and value. It is not a 
mere collection and record of information 
regarding undergraduate and postgraduate 
teaching of Public Health in a number of differ- 
ent European countries. This aspect is, indeed, 
summarized briefly, yet adequately, in a con- 
cluding chapter but the main objectives are of 
much wider import. The monograph is based 
on the ideas and conclusions which emerged 
from two important conferences organized by 
the WHO Regional Office for Europe, one at 
Nancy, France, on undergraduate training, and 
the other at Géteborg, Sweden, on postgraduate 
teaching. It is therefore a synthesis of the views 
of leading authorities from a number of different 
medical schools on the Continent. Its real worth 
lies in its presentation of common trends in 
medical education in the nineteen countries 
covered, and still more in its observations and 
discussions of the broad general principles on 
which the teaching of hygiene and preventive 
and social medicine should be founded, as well 
as in the new perspectives which it opens up, 
not only in training but in public health 
practice. 
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The authors are well-known professors of 
public health and social medicine in this 
country who, with their wide academic and 
practical experience, were particularly well 
qualified to undertake the survey. The book is 
clearly and attractively written and will repay 
close study by the specialist in public health 
teaching. It deserves, however, to reach a wider 
circle because, with the increasing recognition 
of the importance of the preventive and social 
outlook in hospital and family practice, it 
should be read by all who take any part in the 
education and instruction of the medical student. 


A Student's Histology. By H. S. D. 
GARVEN, M.D., F.R.F.P.S.G. Edinburgh: 
E. & S. Livingstone Ltd., 1957. Pp. xii 
and 650. Illustrated. Price 55s. 

Tuis is an admirable book and one only wishes 
that all students of the subject could afford to 
buy it. The approach to the appreciation of the 
minute structure of organs and tissues is not 
made through the minutia of cellular detail as 
is so often the case in histological textbooks, but 
through the pathways of embryological, anatom- 
ical and physiological study. The attention of 
the reader is drawn to the physical implication 
of the shape, size and arrangement of cells and 
the functional results of such physical properties. 
The structural and functional evolution of 
tissues and organs is constantly used as a basis 
for description. There is a wealth of quantitative 
information which is most valuable. Throughout 
there is a pleasant historical flavour and a most 
useful guide to the classical roots of terms 
employed. 

It is illustrated most generously, mainly in a 
diagrammatic fashion. This is a procedure which 
is well adapted to the theme of the book but 
which would prove very unsatisfying to anyone 
to whom the precise minuti# of structure were 
important. It does not provide an atlas of histo- 
logical detail but rather points to the type of 
detail to which the student should give attention 
and to the lessons to be learned therefrom. 


Halsted of Fohns Hopkins. The Man and 
His Men. By Samus. James CROWE, 
M.D. Springfield, Illinois: Charles C 
Thomas; Oxford: Blackwell Scientific 
Publications, 1957. Pp. ix and 247. 
Illustrated. Price 37s. 6d. 

Finney, Cushing, Dandy, Hampton Young, 

Crowe—these are but a few of Halsted’s men, 

but they typify the unique contribution which 

Halsted made to surgery—not only by his own 

outstanding contributions, but by the brilliant 

young men whom he attracted to the Johns 

Hopkins and turned into such outstanding 
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exponents of all branches of surgery. This 
personal reminiscence will be welcomed by all 
who are interested in surgery. The style is 
pedantic—often turgid—but the facts are all 
here, and told with a frankness which is so often 
lacking in such reminiscences. 

To the author, Halsted could do no wrong. 
He is the surgical sun around whom circulated 
the lesser, though still brilliant, stars who con- 
stituted the constellation known as the Johns 
Hopkins. In its parochialism and hero worship 
lie its charm and its fascination. To read this 
book is to understand the differences between 
British and American surgery. 


NEW EDITIONS 

A Practical Handbook of Midwifery and Gyne- 
cology, by W. F. T. Haultain, 0.B.£., M.c., 
M.B., F.R.C.P.ED., F.R.C.S.ED., F.R.C.0.G., and Clif- 
ford Kennedy, M.B., F.R.C.S.ED., F.R.C.O.G., 
(E. & S. Livingstone Ltd., 30s.).—‘Haultain 
and Kennedy’ has now reached its fifth edition 
and is therefore of proved and deserved popu- 
larity. The authors have carefully kept the 
book up to date and give a very balanced view 
of their subjects. The final year student can here 
find a good revision volume at a very reasonable 
price for the present day. The reviewer would 
suggest, however, that the chapter on operations 
is unnecessary, for the student or practitioner 
needs the pros and cons of their indications 
rather than very inadequate details of their 
performance. Figure 15, too, illustrating the 
vagaries of ectopic gestation, though very 
correct, is surely too complicated to clarify the 
clinical problems of the condition. 


Handbook of Differential Diagnosis, by H. T. 
Hyman, M.D., in its second edition (J. B. 
Lippincott Co., and Pitman Medical Publishing 
Co. Ltd., 64s.), assuredly fulfills the author’s 
claim, constituting a complete handbook giving 
a clear, concise and well-arranged presentation of 
differential diagnosis. Apart from certain 
additions, he has wisely made few alterations 
to the original edition; the approach is 
essentially practical and the discussion of 
common diagnostic problems creditably full. 
Dr. Hyman and the publishers are to be con- 
gratulated on producing such a deservedly 
popular handbook for practitioners and students 
but the published price in this country unfor- 
tunately remains rather high for a manual of 
this type. 


BCG and Vole Vaccination, by K. Neville Irvine, 
D.M., second edition (National Association for 
the Prevention of Tuberculosis, 15s.).—The 
advances made in the preparation of vaccines 
and the extra knowledge acquired from the 
extensive literature and the author’s own 
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experience in the last three years make this 
second edition both welcome and timely. It 
has been accurately brought up to date, is as 
well produced as its predecessor and is delight- 
fully free from typographical errors. The index 
has been improved. Because of the rapid pro- 
gress being made in the preparation of freeze- 
dried vaccines, the introduction of BCG testing 
and the very favourable reports of oral vaccina- 
tion, it is inevitable that a third edition will be 
required in due course, and there can be few 
better fitted to undertake this than Dr. Irvine, 
Until then this edition is wholeheartedly 
recommended to all who may be concerned with 
the prevention of tuberculosis. 


A Manual of Pharmacology, by 'Torald Sollman, 
M.D., in its eighth edition (W. B. Saunders Co., 
£7), has been thoroughly revised and brought 
up to date. During the forty years that have 
elapsed since it was first published, this book 
has established for itself a deservedly high 
reputation as one of the best books of reference 
on the subject. Whether the student who, in 
the words of the preface, ‘aims to know’ all 
that is set out in ordinary type will be any better 
a docter than he who is able to pick out what is 
necessary, is problematical. On the other hand, 
for purposes of reference there is no better 
book on the market. 


Materia Medica and Pharmacology for Nurses, 
by J. S. Peel, M.p.s., in its second edition (N. M. 
Peryer Ltd., and Lloyd-Luke, 24s.), is an 
elementary book covering the New Zealand 
syllabus, evolved from notes and designed to be 
supplemented by lectures to enlarge upon more 
important points. The greater part is well within 
the scope of the student nurse and the pharma- 
ceutical aspects are clearly set out. Many drugs 
in common use are included but, among other 
things, the intramuscular injection of paralde- 
hyde, the use of carbimazole in thyrotoxicosis, 
anti-malarial drugs and some of the newer hypo- 
tensive agents are not mentioned. It is, however, 
a well-produced book, containing more than 
enough for the nurse taking her final examina- 
tion but perhaps insufficient information to act 
as a permanent book of reference. Any nurse 
purchasing it will find it a valuable guide to her 
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In post-haemorrhagic states; as a therapeutic or precautionary 
measure during and after pregnancy; in adolescents, old people 
and those of unsound dietary habits, Ferraplex B is ideal for 
iron-deficiency anaemias of all kinds. 
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Ulitracortenol 


with Bradosol 
Cream 


for eczemas 
and other inflammatory, pruritic 
or allergic skin disorders 


The bactericide Bradosol prevents secondary 
infection which tends to develop during 
cortico-steroid therapy. 


PROMPT RELIEF OF SYMPTOMS 
PROLONGED DURATION OF ACTION 


Tubes of 5g. containing 0.5%, prednisolone trimethylacetate 
and 0.05%, 8-phenoxy-ethyl-dimethyl-dodecyl ammonium 


bromide in a specially formulated base. 


CIBA 


*Ultracortenol’ and ‘ Bradosol’ are registered 
trade marks. Reg. user 


CIBA LABORATORIES LIMITED - HORSHAM - SUSSEX 
Telephone: Horsham 4321 Telegrams: Cibalabs, Horsham 
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NOTES AND PREPARATIONS 


NEW PREPARATIONS 
‘PRODERMIDE’ preparations are intended to re- 
store the normal pH of the skin and promote 
healing in ‘a wide range of skin affections’. The 
liquid form (containing ammonium lauryl sul- 
phate, 18°; amino-acetic acid, 1°, and lactic 
acid in buffered solution adjusted to pH 3.5) 
and the solid form (containing sodium acid 
phosphate, 1.6%, ; lactic acid, 2.2°,, and sodium 
lauryl phosphate, 41.6%) are for use instead of 
alkaline soaps or detergents, and the liquid is 
also intended for the treatment of various 
vaginal conditions. The cream (a water-miscible 
emulsion containing cod-liver oil, 5°, ; glycerin, 
2°,; amino-acetic acid, 1°, and lactic acid to 
pH 3.5) may be applied either directly to the 
skin or on a dressing, following cleansing with 
the liquid or solid. The liquid is available in 
bottles containing 230 ml., the solid in ‘soap’ 
form, and the cream in tubes containing 40 g. 
(Thomas Kerfoot & Co. Ltd., Vale of Bardsley, 


Ashton-under-Lyne, Lancashire.) 


“TROPHENIUM’ brand of phenacyl homatro- 
pinium chloride has ‘a powerful ganglion- 
blocking action of short duration’ and is in- 
tended for the ‘production of controlled 
hypotension during general anzsthesia’. Avail- 
able in 5-ml. ampoules containing 250 mg., in 
boxes of 6 and 50. (Duncan Flockhart & Co. 
Ltd., 16 Wheatfield Road, Edinburgh, 11; 
4 Carlos Place, London, W.1.) 


PHARMACEUTICAL NOTE 
Asppott LABORATORIES LTD. announce 
their preparation ‘nembudeine’ has a 
formula. Each ‘filmtab’ now contains codeine 
sulphate B.P.C., 15 mg.; aluminium salt of 
aspirin, 210 mg.; phenacetin B.P., 150 mg.; 
caffeine B.P., 30 mg., and ‘nembutal’, 15 mg. 
Supplied in bottles of 100 and 500 ‘filmtabs’. 
(3 Wadsworth Road, Perivale, Greenford, 
Middlesex.) 
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NEW APPARATUS 
Puitips ELectricat Lip. announce the addition 
of two new models to their range of hearing 
aids. Both models (KL 5600 and KL 5700) have 
four transistors and embody a ‘ferroxcube’ 
listening coil which comes into operation when 
the ‘telephone’ position of the switch discon- 
nects the microphone. It is then possible for the 
user to hear sound by inductive transmission. 
(Century House, Shaftesbury Avenue, London, 


W.C.2.) 


“THe Hevtpinc Hann’ enables handicapped or 
elderly people to pick up any small, light object, 


pull up blankets or draw curtains by means of 
its ‘lobster-like’ claw which is operated by a 
trigger requiring only light pressure. The 
featherweight model is 264 inches (67 cm.) long 
and weighs less than 6 ounces (170 g.). Obtain- 
able from: any branch of Boots the Chemists; 


John Bell & Croyden, Wigmore Street, London, 
W.1; John Clarke & Co., 8 Donegall Square 
West, Belfast, and from many of the larger 
stores. (The Helping Hand Co., 120 Avon Road, 
Bournemouth, Hants.) 


JAMES MACKENZIE LECTURE 
Tue fourth James Mackenzie Lecture of the 
College of General Practitioners will be given 
by Dr. D. M. Hughes at 11.30 a.m. on Novém- 
ber 16, 1957, in the Great Hall, B.M.A. House, 
Tavistock Square, London, W.C.1. The title of 
the lecture will be “Twenty-five Years in 
Country Practice’. Visitors will be welcome. 


ROYAL SOCIETY OF MEDICINE 
THE next meeting of the Section of General 
Practice will be held at 8.15 p.m. on Wednesday, 
October 23, when Dr. John H. Hunt will give 
his valedictory address on ‘Peripheral Vascular 
Disease in General Practice’. The subsequent 
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discussion will be opened by Sir James Paterson 
Ross, P.R.C.S. 


LONDON MEDICAL EXHIBITION 
Tue London Medical Exhibition will be held 
in the Royal Horticultural Hall, London, 
S.W.1, from November 18 to 22 inclusive. 
It will be officially opened by Sir Bennett 
Hance, K.C.M.G., K.C.I.E., O.B.E., M.D., 
F.R.C.S.Ed., Medical Adviser to the Secretary 
of State for Commonwealth Relations. 


LONDON NURSING EXHIBITION 
Tue 42nd Annual Professional Nurses’ and 
Midwives’ Conference and Exhibition, or- 
ganized by the Nursing Mirror, will be held at 
the Seymour Hall, Seymour Place, London, 
W.1, from October 14 to 18 inclusive. Members 
of the medical profession and other professional 
visitors can obtain free tickets of admission 
from the Organizer, London Nursing Exhi- 
bition, Dorset House, Stamford Street, London, 
S.E.1, or by producing their prcfessional card 
at the entrance. 


FORTHCOMING CONFERENCE 
‘Tue challenge of mental deficiency’ will be the 
subject of a conference to be held on November 
8 and 9g at the Central Hall, Oldham Street, 
Manchester. Full details may be obtained from 
The National Association for Mental Health, 
39 Queen Anne Street, London, W.1, or 
9 Mount Preston, Leeds, 1. 


PRIZES AND SCHOLARSHIPS 

Tue Treacher Collins Prize ({£100) will be 
awarded by the Council of the Ophthalmological 
Society of the United Kingdom for the best 
essay by a qualified medical practitioner on 
“The eye in relation to the collagen diseases’. 
Entries must be submitted by December 31, 
1959, and full details may be obtained from the 
honorary secretary of the Society at 45 Lincoln’s 
Inn Fields, London, W.C.2. 

The Council of the British Medical Associa- 
tion announces the following prizes and scholar- 
ships :—Sir Charles Hastings and Charles Oliver 
Hawthorne Clinical Prizes (£75 and £50) for the 
best entry based on systematic observation, 
research and record in general practice. Closing 
date for entries is December 31, 1957. 

Nathaniel Bishop Harman Prize ({£100) for 
research in hospital practice will be awarded 
for the best report on original clinical research 
in a form suitable for publication. Closing date 
for entries is Januagy 31, 1958. 

Middlemore Prize ({£50) for the best essay on 
‘Local antibiotic treatment in external ocular 
disease’. Closing date for entries is January 31, 
1958. 


THE PRACTITIONER 


Provisionally Registered Practitioners’ Prize 
(£50) for the best essay on ‘What I have learned 
from contact with the patient’s relatives’, 
Closing date for entries is January 31, 1958. 

Medical Students’ Prize (£25) for the best 
essay on “The value of observation in the train- 
ing of medical students’. Closing date for 
entries is January 31, 1958. 

Scholarships in Aid of Scientific Research 
(Ernest Hart Memorial Scholarship, £300; 
Walter Dixon Scholarship, £300, and four 
ordinary scholarships, £200 each) will be 
awarded to candidates recommended by the 
science committee of the Association as qualified 
to undertake research in any subject (including 
State Medicine) relating to causation, prevention 
or treatment of disease. Closing date for entries 
is March 1, 1958. 

Further details of these awards may be ob- 
tained from the Secretary, British Medical 
Association, B.M.A. House, ‘Tavistock Square, 
London, W.C.1. 


WOMEN PARAPLEGICS 

Tue Duchess of Gloucester House, the 
Ministry of Labour hostel for paraplegics at 
Osterley Park, Middlesex, has been adapted 
for the accommodation of women paraplegics 
who are prepared to work in London in the 
Great West Road area, where there is varied 
employment and where a number of employers 
are cooperating in the resettlement of para- 
plegics. Applications for entry are invited, 
through Employment Exchanges, from women 
anxious to secure employment and for whom 
there are few local prospects of work. Applicants 
must be willing and able, possibly after a course 
of rehabilitation, to undertake suitable work 
which can be performed from a wheel-chair. 


CANCER IN SCOTLAND 

Cancer should not be regarded as a specialty 
in itself, according to a memorandum issued by 
the Department of Health for Scotland, and 
special cancer hospitals should not be estab- 
lished. The major recommendation is _ that 
regional cancer committees should be set up 
under regional hospital boards, and that cancer 
clinics should be set up at suitable local hos- 
pitals to obviate lengthy and sometimes un- 
necessary journeys by patients to major centres. 
In addition, as at present, there should be in 
the main centres a headquarters hospital or 
hospital group where surgery for every form of 
cancer, and radiotherapy of all types, are 
available. 


VITAL STATISTICS 
THE general indications are that, given the con- 
tinuation of the present marriage and fertility 
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Save time on urine tests with... 


GLINITEST and ACETEST 


Reagent Tablets 
for the detection of Glycosuria 


Reagent Tablets 
for the detection of Ketonuria 


Both tests performed simultaneously in 1 minute? 


Specialists, General Practitioners,Clinics and 
Hospitals in all parts of the country have 
used and prescribed ‘ Clinitest’ Reagent 
Tablets since 1947, Many valuable hours 
have been saved. Now after intensive re- 
search work and clinical trials the makers of 
*Clinitest’ Reagent Tablets have produced 
*Acetest’ Reagent Tablets for the detection 
of Ketonuria. With ‘ Clinitest ’ and ‘Acetest”* 
Reagent Tablets, reliable routine sugar and 


CLINITEST 


No external heating - No measuring of reagents 
Approved by the Medical Advisory Commit- 
tee of the Diabetic Association. The 
*Clinitest’ set, refills and accessories are all 
available under the N.H.S. on Form E.C.10. 
( Basie Drug Tariff Prices: Set 6/8 complete. 
Refill bottles of 36 tablets 2/4.) 


CLINITEST 
HOSPITAL EQUIPMENT 


An invaluable time-saver in wards 
and clinics. Write for details and 
hospital prices. 


acetone tests can be carried out simultane- 
ously in one minute! 


The advantages of 


ACETEST 


Reagent Tablets 
Quick and reliable, a single tablet provides all 
the reagents to perform a test. Low cost 
permits this tablet test to be used as a screening 
procedure or as a routine for diabetic patients, 
No danger of false positives with normal urine, 
No caustic reagents. 


TO PERFORM A TEST: 


1 Put 1 drop of urine on tablet. 


2 Take reading at 30 seconds. 
Compare tablet to colour 
chart provided. 


3 Record results as negative, 
trace, moderate or strongly 
positive. 

Supplied in bottles of 100 
tablets with colour scale. 
*Acetest’ Reagent Tablets 
(diagnostic nitroprusside tabs.) 
are also available under the 
N.H.S. on Form E.C.10. 
Basic Drug Tariff price 3/10 
per bottle of 100 tablets 

(with colour scale). 


REFERENCES 

(1954) Clinical Tests for Ketonuria 

‘Lancet’ April \7th, pp. 801/804 
(1954) ‘Medicine Ilustrated’ 
May, p. 289 

(1954) ‘Practical Clinical ppchentiny 
Heinemann, p. 

( a >- ‘Clinical Tests for Siii 

‘Lancet’, July 10th, p. 9S 


ee es ee naaud 


em emenan an am an an an ab an an as an an a Eb En ED ow an ae enamamanad 


AMES COMPANY (LoNDon) LTD 


NUFFIELD HOUSE, PICCADILLY, LONDON, W.1I. 
Telephone: REGent 5321 











THE PRACTITIONER 
Te _ 











Harmonyl 


Harmony! makes rauwolfia more useful 


in your everyday practice. Two years of 


clinical evaluation have shown that this 
new alkaloid exhibits significantly fewer 
and milder side effects than reserpine. 
Yet, Harmony! compares to the most 
potent forms of rauwolfia in effectiveness. 

Most significant: Harmony] causes less 
mental and physical depression—and far 
less of the lethargy seen with many 
rauwolfia preparations. 

Patients become more lucid and alert, 
for example, in a study of chronically 
ill, agitated senile cases treated with 
Harmonyl. And these patients were com- 
pletely free from side effects—although a 
similar group on reserpine developed such 
symptoms as anorexia, headache, bizarre 
dreams, shakes and nausea. 


Abbett LABORATORIES LIMITED . 





* Trademark for Deserpidine, Abbott 


Harmony! has also demonstrated its 
potency and relative freedom from side 
effects in hypertension. In a study 
comparing various forms of rauwolfia, 
the investigators reported deserpidine 
“an effective agent in reducing the blood 
pressure of the hypertensive patient both 
in the mild to moderate, as well as the 
severe form of hypertension.” They also 
noted that reactions were “‘less 
annoying and somewhat less frequent” 
with this new alkaloid. Other studies 
confirm that few cases of giddiness, 
vertigo or sense of detached existence are 
seen with Harmonyl. 

Harmony! is supplied in 0.25 mg. 
grooved tablets. 
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NOTES AND 
experience, recent generations are likely to 
replace themselves with even a little to spare, 
according to the recently published official 
commentary on the civil and medical statistics 
for 1955. The infant mortality rate—at 24.9 
per 1000 related live births—is 55°, of the rate 
in 1945. The stillbirth rate, however, has not 
varied greatly over the past few years. For ages 
under 35, accidental and violent deaths as a 
percentage of deaths from all causes reached 
their highest level since 1941-45. In the case of 
males under 15 and females aged 15-34, the 
percentages of accidental and violent deaths 
reached their highest level since records first 
began. The Greater London death rates from 
motor vehicle accidents are among the lowest 
for ages under 65, but above this age are among 
the highest. 


TRAVELLING MUSEUM 

AN interesting experiment in the development 
of the world-famous Wellcome Museum of 
Medical Science is now under way. Lieut.-Col. 
C. A. Bozman, the director of the Museum, took 
with him to the South African Medical Congress 
in Durban, last month, a full and up-to-date 
facsimile of the schistosomiasis section of the 
Museum. After the congress Colonel Bozman 
made a short tour of various medical teaching 
institutions in South Africa and Southern 
Rhodesia. If these demonstrations prove suc- 
cessful, serious consideration is to be given to 
the possibility of extending the practice to 
other overseas territories and so give them an 
opportunity of benefiting from the wealth of 
material so admirably displayed in the museum 
in Euston Road. 


POISONS CUPBOARDS 
A new British Standard has been prepared—a 
cupboard of approved design and layout for the 
storage of poisons and dangerous drugs. At the 
lower left-hand corner the cupboard has an 
independently locked, inner compartment for 
the storage of dangerous drugs. Provision is 
made for the cupboard to be automatically 
lighted when the door is opened, and a red 
warning light is only extinguished when the 
doors of both the inner and outer compartments 
are closed and locked. Copies of the Standard 
can be obtained from the British Standards 
Institution, 2 Park Street, London, W.1 (price 
35. 6d.). 
UNIVERSITY BUREAUCRACY 

AN unfortunate example of heavy-handed 
bureaucracy on the part of a northern university 
is reported in the current annual report of the 
Medical Defence Union. A student who gradu- 
ated in the university in July 1955 obtained a 
six-months’ house appointment in an approved 
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hospital in September 1955. The last two weeks 
of this appointment he regarded as his period 
of leave, but, instead of taking any leave from 
work, he used these two weeks as the first fort- 
night of his service in his second hospital 
appointment to qualify for full registration. 
When, on completion of his second appoint- 
ment, he applied for full registration he was 
told by the clerk of the faculty of medicine that 
his certificates were unacceptable as they 
showed an overlap of a fortnight. The matter 
was not completed until the early weeks of this 
year, and then only on the presentation of evi- 
dence that he had occupied the post of locum 
anesthetic house officer for a period of two 
weeks. 


SODIUM BICARBONATE 
INTOXICATION 

Two remarkable cases of sodium bicarbonate 
intoxication are reported by A. G. Melrose 
(Scot. Med. F., 1957, 2, 301). One was a ‘simple- 
minded man’, aged 21, who was advised by a 
relative to take sodium bicarbonate for dyspepsia 
of which he was complaining. He promptly 
swallowed 1 Ib. (454 g.) of the drug. Violent 
tetanic spasms ensued and he died in coma two 
hours later. The other was a male nurse, aged 
56, who had been taking 2 lb. (goo g.) of sodium 
bicarbonate every week for twenty-six years. It 
is estimated that during this period he had 
swallowed 14 tons (1,270 kg.) of sodium bicarbo- 
nate. Investigation revealed the presence of 
moderate renal insufficiency. An interesting 
feature of this case was the development of 
‘withdrawal symptoms’ when administration of 
the drug was suddenly stopped on admission to 
hospital. Administration had to be started again 
and the drug gradually withdrawn. Apparently 
the drug was taken primarily because the dis- 
tension of the stomach and subsequent belching 
gave rise to pleasurable sensations. 


PUBLICATIONS 

British National Formulary 1957, which was 
reviewed in The Practitioner last month (p. 343), 
is now available in an ‘alternative form’, based 
upon a pharmacological classification. Each 
group of drugs, e.g. antacids, analgesics, is pre- 
ceded by a brief descriptive monograph. (The 
Pharmaceutical Press, price 7s. 6d. An inter- 
leaved edition is available for 10s. 6d.) 


Side Effects of Drugs, compiled by L. Meyler, 
M.D., and published by Excerpta Medica, is 
described as the ‘untoward effects of drugs as 
reported in the medical literature of the world 
during the period 1955-56’. It is a salutary 
reminder of the dangers involved in the pre- 
scribing of many of the preparations now avail- 
able to the practitioner. As such it should be 
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carefully studied by every prescribing doctor. 
(E. & S. Livingstone Ltd., price 30s.) 


Recommendations as to the Medical Curriculum 
contains details of the recommendations adopted 
by the General Medical Council earlier this 
year, which were discussed recently in The 
Month in our July issue (p. 2). (General 
Medical Council, price 1s. 6d.) 


Some Chapters of Cork Medical History, by 
N. Marshall Cummins, M.D., F.R.C.P.1., is the 
unpretentious but fascinating story of a much 
neglected corner of medical history. For too 
long the Dublin Medical School has been con- 
sidered the end-all and be-all of Irish medicine. 
Dr. Cummins, a member of a family which has 
played a leading part in the medical history of 
Cork, has rectified this erroneous impression 
in a source-book which provides a fund of 
references for the future historian as well as a 
wealth of interesting information for the’ordinary 
reader. (Cork University Press, price 8s. 6d.) 


The Voice and its Disorders, by Margaret C. L. 
Greene, L.C.S.T., is a_ well-planned and 
pleasant book, which should give the student of 
speech therapy all she needs. The first part 
deals with tthe normal voice and is a good 
description of the anatomy and physiology of 
those organs of the body which have to do with 
speech. The second part, necessarily the longer, 
deals with disorders of speech and the treatment 
needed for their relief. The writing is rather 
uneven. At her best she is lively and amusing; 
at her worst her sentences are long and loaded 
with unsuitable words. Apart from the uneven 
style, the writer endears herself by her en- 
thusiasm for her subject. It is a little discon- 
certing, however, to learn that speech therapy 
may arrest homosexual trends (p. 127). (Pitman 
Medical Publishing Co. Ltd., price 45s.) 


Animals Parasitic in Man, by Geoffrey Lapage, 
is a small textbook which will be of great help 
to medical students and practitioners, and yet 
is written in a way that will attract interested 
laymen such as chemists engaged in research on 
parasiticides. The many figures, the excellent 
photographs, and the clear diagrams of anatomy 
and life-histories add greatly to the value and 
understanding of the text. A carefully selected 
bibliography and a comprehensive index round 
off a most instructive and interesting book. 
(Penguin Books Ltd., price 5s.) 


Doctor Kate: Angel on Snowshoes, by Adele 
Comandini, is the biography of Dr. Kate 
Pelham Newcomb, who has achieved fame in 
the United States for her pioneer work as a 
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general practitioner in the remote fastnesses of 
Wisconsin. It portrays an aspect of the United 
States little known to the casual visitor, and 
throws many interesting sidelights on the 
American way of life. (Robert Hale Ltd., 
price 18s.) 


My Two Hands Talk, by Richard Singleton 
Ward, is the autobiography of a physiotherapist 
who, in the words of the dustcover, ‘became a 
successful manipulative practitioner in the West 
End of London’. The author has some interest- 
ing stories of the underworld of physical 
medicine. (Christopher Johnson Publishers 
Ltd., price 18s.) 


Antiques Year Book 1957-58 will appeal to all 
those many doctors who delight in antiques— 
no matter whether it be furniture, silver, 
jewellery, china or books. Even those who 
cannot afford the luxury of buying, will enjoy 
browsing through its fascinating pages. (‘Tantivy 
Press, price 10s. 6d.) 


OFFICIAL PUBLICATIONS 
Tuberculosis Statistics for England and Wales 
1938-55 (Studies on Medical and Population 
subjects No. 10) by W. P. D. Logan, M.D., 
and B. Benjamin, Ph.D., demonstrates the very 
rapid decline after 1947 in mortality from 
respiratory tubercutosis, especially at young and 
middle ages. In both men and women the rate 
at ages 20-24 in 1954 was only one-sixteenth of 
that in 1947, whilst at ages 45-54 the 1955 rates 
for both men and women were less than one- 
third of those in 1947. On the other hand, the 
total loss to national productivity is still con- 
siderable. Every year at present in Great Britain 
26 million person-days are lost to industry as 4 
result of tuberculosis in respect of those covered 
by sickness insurance, apart from the loss in 
respect of non-insured persons. 

Further, at the end of 1955, in England and 
Wales there were 342,866 cases on chest clinic 
registers and nominally under supervision, 
19,323 of whom were known to have had 
tubercle bacilli in the sputum in the preceding 
six months. In addition, if mass radiography 
experience is representative of the whole popu- 
lation, it is estimated that there are about 
75,000 unsuspected cases of respiratory tuber- 
culosis in the community. In other words, ‘any 
complacency as a result of the dramatic decline 
in mortality and the progressive reduction in 
notification is not justified’. (H.M. Stationery 
Office, price 4s.) 


Domestic Food Consumption and Expenditure 
1955 is the annual report of the national food 
survey committee (H.M. Stationery Office, 
price 6s. 6d.) 
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Signs of the times... 





Few doctors have need to depend on Nature’s signs to learn that 
winter is close at hand. Day by day, the steadily growing popula- 
tion in the waiting room provides an equally eloquent barometer ! 
Time now to enlist Vi-MAGNA for those of your patients particu- 
larly prone to winter ills. The routine is eminently simple : just 
one Vi-MAGNA capsule or one teaspoonful of Syrup daily through- 
out the winter months. Remember—every dose of ViI-MAGNA 
provides ten factors in carefully-balanced amounts . . . every dose 
contributes to improved well-being during the testing months ahead. 


agna 


BRAND OF MULTIVITAMINS *REGD. TRADE MARK 
Each Capsule contains : 


Vitamin A 5,000 1.U. Calcium pantothenate ... 1 mg. 
Vitamin D (Viosterol) 500 1.U, Folic Acid . 1 mg. 
Thiamine mononitrate 3 mg. Vitamin B ‘cn 
Ribiflavine (B2) F 3 mg as - peesnres gm. 
Pyridoxine HCI (Bg) ... 0.2 mg. (as present im concentrated extract- 
Ascorbic acid (C) 75 mg ives from streptomyces fermentation) 
Niacinamide 20 mg. Bottles of 100 and 1,000 


Also available in SYRUP form. Bottles of 4 and 16 fi. oz. 
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*Free from the side- 
effect of virilisation inthe 
recommended dosage, 
STENEDIOL is indicated 
particularly in wasting 
disease or in conva- 
lescence from severe 
illness where gain in 
weight is essential. 


BRETTENHAM HOUSE 





For 
essential 
weight 
gain... 


STENEDIOL 


The most potent non-virilising 
tissue building Steroid 


Dose : Adults (both sexes) : 
One 10 mg. tablet thrice daily 
after meals : higher doses up 
to 150 mg. daily may be given. 
Children (boys and_ girls 
before puberty) : One 10 mg. 
tablet daily, or on alternate 
days as required, after meals. 
Treatment should be withheld 
on alternate fortnights. 





RGANON LABORATORIES LTD. 


LANCASTER PLACE 


LONDON W.C.2 


Telephone : TEMple Bar 6785/6/7, 0251. Telegrams : Menformon, Rand, London 

















THE PRACTITIONER 
Fifty Bears Ago 


‘Each one of us, however old, is still an undergraduate in the school of experience. When a man 
thinks he has graduated, he becomes a public nuisance’.—J. C. Da Costa: 


Selected Papers and Speeches, 1931. 


OCTOBER, 1907 


THAT medical and scientific congresses were as 
popular fifty years ago as they are now is sug- 
gested by the annotation ‘Recent Congresses’ in 
‘Notes by the Way’: ‘As a rule, proverbial 
philosophy is a helpful guide in determining the 
lines along which action on political, social, and 


Alexander MacLennan, M.B., C.M. 
(1872-1953) 


moral questions should be taken, but sometimes 
such philosophical dicta are not a little mystify- 
ing. For instance, a wide and general application 
of “too many cooks spoil the broth” directly 
conflicts with that which teaches that “in a 
multitude of counsellors there is wisdom’’. The 
latter proverb, however, is aptly illustrated by 
four Congresses which have been held this 
summer. At these Congresses, the meetings of 
the Medical and British Associations, and the 
conferences on School Hygiene and the Better 
Housing of the Poor, subjects have been dis- 
cussed in common, which have a direct bearing 
upon many urgent social problems of modern 
life, and it is not too much to say that the 





general result of the discussions is a distinct 
advance in the education and illumination of the 
public mind upon the questions thus dealt with’. 
In the discussion on the physiological and thera- 
peutic use of alcohol, Professor Cushny is 
quoted as having said, ‘the whole interest of the 
question at present lay in the dietetic use of 
alcohol as contrasted with the drunkard’s abuse 
of it’. Sir Victor Horsley pointed out, “The 
Physical Deterioration Committee (of the House 
of Commons) proved that the first greatest evil 
socially was defective housing, and that the 
second was alcohol’. 

Under the heading ‘Anesthesia’ the Editor 
writes: ‘It will be a happy day for the anesthetist 

. when the ideal anesthetic, now resting on 
the knees of the gods, is at length granted to us. 
We shall then be freed from the anxieties attach- 
ing to the use of a powerful narcotic poison, 
from the annoyances of the mucous spate en- 
gendered by a suffocative vapour, and from the 
coolie work involved in dragging about heavy 
iron cylinders . . . The really astonishing fact is 
that there are not more regrettable incidents 
than those which happen from time to time. So 
far as the United Kingdom is concerned, chloro- 
form is the agent most usually employed for 
operations, which continue to increase in fre- 
quency, in spite of (or is it because of?) the 
“Simple life’, Christian Science, and the host of 
well-advertised and much-vaunted infallible 
remedies’. 

In their article ‘Movable Kidney’, C. M. 
Hinds Howell, M.B., B.Ch., M.R.C.P., Junior 
Demonstrator of Physiology, St. Bartholomew's 
Hospital, and Harold W. Wilson, F.R.C.S., 
Demonstrator of Anatomy, mention the case of 
a medical man, reported by Pierre Rayer in 
1839, who, ‘discovering such a tumour one day 
when in his bath, retired from the profes- 
sion, and resigned himself to death’. 

John Hay, M.D., M.R.C.P., Assistant Phy- 
sician to the Royal Infirmary, Liverpool, con- 
cludes ‘Some Points in the Treatment of 
Diseases of the Heart’: ‘In patients suffering 
from chronic nephritis with cardiac distress, it is 
often difficult to estimate how far the dyspnaa 
is uremic, and how far caused by the heart stress. 
However, so far as treatment by opium is con- 
cerned, it really does not materially matter, 
because, in either case, morphia is safe and 
acceptable. The old bugbear of the dangers of 
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injecting morphia in patients suffering from 
chronic nephritis is dead, for the kidneys have 
nothing to do with the excretion of morphia, and 
opium can be given with confidence when the 
symptoms demand it’. 

Alex. MacLennan, M.B., C.M., Surgeon to 
Outpatients, Western Infirmary, Glasgow, de- 
scribes “The Treatment of Microbic Invasions 
by Bier’s Hyperemia’: ‘Inflammation . . . is not 
a disease but the evidence of Nature’s fight 
against it. The disease is the microbe. This view 
of the subject, which is advocated by Professor 
Bier of Bonn, has caused, or perhaps more 
strictly speaking is causing, a revolution in the 
treatment of those conditions which present the 
signs of inflammation’. The son of a silk mer- 
chant, Alexander MacLennan was born at 
Glasgow in 1872 and graduated M.B., C.M. in 
1894—the most distinguished graduate in 
medicine of the year. In 1900 he was appointed 
Extra Dispensary Surgeon at the Western In- 
firmary, and two years later, joining the staff of 
the Royal Hospital for Sick Children, he began 
his life’s work—the surgery of childhood.’ A 
brilliant and delicate operator with a natural 
flair for mechanics, he established what was 
probably one of the first splint departments of 
any hospital in Britain. He retired in 1938 and 
died at Kilmun, Argyll, in 1953, aged 81. 

J. Ernest Lane, F.R.C.S., Senior Surgeon to 
the London Lock Hospital, presents a ‘Review 
of Recent Literature of Syphilis and Venereal 
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H. Campbell M.D., 


Thomson, 
F.R.C.P., Physician to the Hospital for Epilepsy 


Diseases’ ; 


and Paralysis, Maida Vale, reviews ‘Some 
Recent Work on Diseases of the Nervous 
System’; and George F. Still, M.D., F.R.C.P., 
Professor of Diseases of Children, King’s 
College, discusses ‘Recent Work in Diseases of 
Childhood’. 

Several well-known books are reviewed this 
month. Of ‘Climatotherapy and Balneotherapy’ 
by Sir Hermann Weber and F. Parkes Weber 
it is said: ‘As a work of reference for the subjects 
on which it treats, it would be almost impossible 
to find its equal’. J. Bland-Sutton’s ‘Gall-stones 
and Diseases of the Bile-ducts’ ‘is without doubt 
one of the most useful works upon the subject’. 
P. Lockhart Mummery’s “The Sigmoidoscope: 
a Clinical Handbook on the Examination of the 
Rectum and Pelvic Colon’ ‘appears at a time 
when the importance of this method of examina- 
tion is becoming increasingly evident’. The 
review of W. Sampson Handley’s ‘Cancer of the 
Breast and its Operative Treatment’ refers to 
the author’s ‘original work, which is enormous. 
It is most carefully described and written in a 
most convincing manner’. In E. Prosser White's 
‘Catarrhal Fevers, commonly called Colds’, ‘the 
name of one investigator of nasal bacteriology 
is given as Thomson St. Clair, Dr. Clive Riviere 
becomes Dr. Reviere, and a_ well-known 
physician to St. George’s Hospital, appears as 
Dr. “‘Howslip Dicconson”’ ’. W. R. B 
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SULPHAMETHOX TPT RIDAZINE 


Lederkyn 


Lederle’s new low-dosage, 
long-acting sulpha drug 


LEDERKYN is unique among sulpha drugs:— 

It is the first long-acting antibacterial sulphona- 
mide available for clinical use. 

Its low “Ye Gm.-a-day’’ dosage means better toler- 
ance and less likelihood of side effects. 

Its rapid absorption and slow excretion mean high 
blood levels for long periods. 

Published reports show the superiority of LEDERKYN 
brand of sulphamethoxypyridazine over earlier 


sulphonamides. 


Round-the-clock therapy with 4 Gm.-a-day 
TasLets of 0.5 Gm. Bottles of 24, 100 and 500 
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ECZEMA ? 
INFECTION ? 
OR BOTH? 


The Difficult Diagnosis 


Diagnosis between an infected skin condition 
and an eczema is sometimes difficult 


Cortibiotic 


skin ointment 


1.5% of Soframycin and 0.5% of prednisolone in 
a bland water-miscible vehicle in 5 and 15G. tubes 





Cortibiotic ointment covers both possibilities, as the 
Soframycin controls the infection, while the prednisolone 
checks the eczema. 


Indications 


Infected eczemas 
Infected pruritic lesions 


Otitis externa 
R L Infected angular stomatitis 
Intertrigo 


847 HARROW RD. 
LONDON, N.W.10 
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MOTORING NOTES 


Developments in Braking 


By ROBERT NEIL 


THE announcement by the makers of the Jaguar 
that their various models will in future be 
available with disc brakes may have caused 
some confusion, perhaps because the number of 
motorists who have devoted serious thought to 
the problems of braking is probably very small. 

The early external contracting brake was dis- 
carded as it was quickly found that road dirt 
and moisture collecting on the drum, or shaft, 
on which the brake bands contracted caused 
dangerous variations in the efficiency of the 
brake. The next step was the brake which ex- 
panded internally within a drum. Here, of 
course, both the brake lining and the metal 
surface were fully protected from dirt and 
moisture, and this system has been in use for 
over fifty years, and still is on many cars. With 
rising speeds in the last few years, allied with 
the difficulty in disposing of the heated air 
around the brake drums because of the masking 
of the wheels by modern body styles, such 
brakes are being increasingly faced with a diffi- 
cult task. The most common trouble with the 
brakes on a fast modern car is when the con- 
dition known as brake fade is experienced. This 
is when repeated applications raise the tem- 
perature of the brake lining and the brake drum 
to such a point that the chemical properties of 
the lining are so changed that friction is lost. 
Only a short distance without use of the brakes 
is needed for the brakes to be returned to nor- 
mal efficiency. 

DISC BRAKES 

It was in the search for greater efficiency in the 
brakes of the cars run by Jaguars in the 24-hour 
race at Le Mans that the disc brake’s develop- 
ment was speeded up. Apatt from application 
of the brakes relatively normally about four 
times per lap for twenty-four hours the brakes 
are needed once per lap at Le Mans to bring 
the car’s speed down from around 180 m.p.h. 
to 30 m.p.h., and it was believed that the 
benefits of the disc brake would be sufficient to 
sway the race result. Whilst the normal brake 
consists of a drum, against the inside of which 
shoes fitted with friction lining are expanded, 
the disc brake consists of a comparatively slim 
metal plate which is gripped between two 
calipers fitted with pads of friction lining. 
Basically it closely resembles the braking system 
of the average bicycle—if one likens the wheel 
of the machine to the revolving plate—on which 
the wheel rim is gripped by calipers. 

The advantages of the disc brake are appre- 
ciable. As the friction-lined pads engage the 
disc from both sides at once, wear of the lining 


only allows both pads to move farther in. As 
the friction pads are made self-adjusting, in 
other words the clearance between the lining 





A Girling disc brake as fitted to the Aston 
Martin. Enveloping the right-hand quarter 
of the disc is the caliper holder. 


and the disc remains constant, there can be no 
variation in the working efficiency of a disc 
brake during its life from new to worn out. As 
the metal disc is revolving in the open air the 
dissipation of heat is almost immediate, which 
means that brake fade cannot occur. It might 
be thought that the disc brake would have the 
same disadvantages as the earlier external con- 
tracting brake, in being upset by both damp 
and dirt, but this is not so. Because of the much 
higher speeds of today, as compared with 
fifty years ago, it is found that during the first 
moment of applying the friction pads to the disc, 
any moisture or dirt is immediately expelled. 
It is of interest to note that the rapid develop- 
ment of the disc brake has been almost entirely 
due to the spur created by motor racing. The 
disc brake is just one more example of the 
many improvements made to modern cars, 
which would have taken considerably longer to 
reach the general public had it not been for the 
urgency created by international competition. 


TRIP MILEOMETERS 
The thoughtless policy of some manufac- 
turers in attempting to save mere pennies by 
discarding the trip mileometer from the speedo- 
meters of their cars is one that the average 
motorist must find hard to understand. Practi- 
tioners, in particular, would prefer to be able 
to check the distance of their various profes- 
sional trips, but even the everyday motorist 
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finds it a constant irritation having to carry 
involved sums in his head to be able to check 
the distance for any trip. In these days of 
public relations officers and polls of public 
opinion it seems most peculiar that so many 
manufacturers continue happily to fail in their 
duty to the purchaser. I cannot believe that too 
few motorists have expressed their opinion on 
this subject, and one is forced to the conclusion 
that certain manufacturers are contented to sell, 
no matter whether the purchaser is obtaining 
complete satisfaction, or not. It would be 
interesting to know exactly how much money 
is saved by doing without the mileometer, and 
to learn at the same time how much money is 
wasted in embellishing so many cars with vulgar 
and unnecessary chromium plating, which so 
often rusts into an unsightly mess. 


GEAR CHANGING AND SYNCHROMESH 
There appears to be some confusion in the 
minds of some motorists—to judge from some 
letters I have received lately from readers—on 
the advisability, or otherwise, of carrying out 
the normal double de-clutching operation on a 
car fitted with synchromesh. The opinion seems 
to have spread among non-technical motorists 
that it is, in fact, harmful to double de-clutch 
when using the gear lever on a car with synchro- 
mesh, and that less strain is placed on the gear- 
box, and specially the synchronizing cones, if 
the gear lever is pushed straight through with 
the clutch pedal held out for the whole opera- 
tion, without any personal attempt to balance 
the speed of the engine with that in the gearbox. 
A little thought will soon make it clear that even 
a badly performed double de-clutching must 
reduce the strain on the gearbox. 

If the gear lever is pushed straight from top 
to third gear while holding the clutch out, it is 
clear that the synchronizing cones must per- 
form the entire task of bringing the gears to the 
same speed. This will produce so much heat 
through the friction of the cones. If, on the 
other hand, the clutch is momentarily engaged 
while the gear lever passes through neutral, and 
the engine speeded up slightly, the synchroniz- 
ing cones will obviously have less work to do. 
The subject is strictly speaking of academic 
interest, as whichever method is followed the 
gearbox and synchromesh mechanism of the 
modern car is robust enough to accept it with- 
out mechanical troubles arising. If a change 
from top to third gear is done by full reliance 
on the synchromesh, particularly at the highest 
speed of which the car is capable on third gear, 
the operation can undoubtedly be completed, 
and without making a noise, but there will be 
a decided jar as the speeds of the engine and 
the gears have to agree. Whilst no motorist 
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with a modern car is expected to carry out a 
downward change by double de-clutching with 
the precision needed on the earlier cars, an 
attempt to change properly even with synchro- 
mesh will reduce the strain on the gearbox, and 
bring the other advantage that driving skill will 
be increased. 
FUMES AND SAFETY 

There have been isolated cases reported of 
motorists dying from carbon-monoxide poison- 
ing at the wheel in the United States, owing to 
thoughtless use of the car heating system when 
driving in heavy traffic. Many of the modern 
car heaters pass a considerable volume of air 
when the booster fan is in use, and if one is 
trapped in a heavy stream of traffic there is 
probably a large proportion of poisonous fumes 
being drawn in to the car all the time. Even 
in the most severe winter weather, discretion 
should be used when the heater is in use con- 
tinuously, and I would recommend that at least 
one ventilator should be opened slightly to 
allow the expulsion of vitiated air. On most 
heaters it is possible to run the booster with the 
controls set in such a way that the air already 
in the car is merely heated and re-circulated. 
Although this is, admittedly, not so healthy or 
pleasant as circulating heated fresh air, it is 
certainly wiser than to circulate air carrying a 
dangerous load of odourless carbon monoxide. 

Although not dangerous, but very upsetting 
for a tender stomach, oil fumes are a worry on 
some cars which are no longer so young and 
mechanically perfect as they were once. If the 
oil fumes are seeping in to the car because of 
an excess of oil fumes being ejected from the 
oil breather a great deal can be done by carrying 
the fumes to the rear of the car. This can often 
be effected easily by connecting a length of 
rubber hose, with a suitable inside diameter, to 
the breather orificey and running this hose be- 
neath the car until well behind the rear axle, 
where the fumes will be carried away by the 
rush of air. 

ANTI-DAZZLE MEASURE 

The problem of dazzle is always a serious one 
on twin-track highways, and although some 
authorities plant shrubs on the dividing strip of 
ground one has to wait an appreciable time 
before this forms an effective screen. I recently 
saw what seemed a very effective substitute on 
the new road by-passing Gatwick airfield. A 
line of cleft chestnut fencing had been erected 
between the two tracks of road, and despite the 
spaces between the pales this worked very well. 
No doubt because at the angle which the lights 
were striking the fencing it formed a solid 
barrier. This method is both cheaper and 
quicker than the usual planting of shrubs, al- 
though it is admittedly less pleasing to the eye. 
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Acute infections, surgery of the alimentary tract e PARENTROVITE 
and the administration of antibiotics are particularly - for Neuroses & Psychoses 

5 f i ired absorption or utilisation of An injectable preparation of B 
assoc iated with impa absory . Rath meee 
the vitamin B complex. Initial intensive therapy hish concentration. 


e In boxes of 3 pairs of ampoules. 
Hospital packs also available.) 


e OROVITE for Oral use 
For intensive therapy BECOVITE B Complex A preparation containing the same 


© B complex vitamins in high 
Tablets, 2 ml. Ampoules (boxes of 3 pairs), Elixir (6 fl. ot.) concentration, is also available. 


In tablets and elixir. 


: | VITAMINS LiMiTED | 


FULL DETAILS OF PACKS AND PRICES ON RFQUEST (DEPT. Cri 
ALL PRESCRIBABLE ON THE N.H.S. @ UPPER MALL LONDON, W.6 


(oral or parenteral) is provided by Becovite, 
with subsequent maintenance by Befortiss. 


For maintenance therapy BEFORTISS B Complex . 


Tablets, 1 ml. Ampoules (boxes of 5), Eltxir (6 fl. ot.) . 
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PANADOL is a 
registered trade mark. 


Aspirin Sensitivity ? 


Panadol 


etree le 





Constipation, gastric 
irritation, allergy and 
other undesirable side 
effects may follow 

the use of analgesics 
based on the aspirin- 
codeine-phenacetin 
formula. 

Panadol does not 
contain any of these 
substances but has the 
single active ingredient 
N-acetyl-p-amino- 
phenol. It does not 
cause gastric irritation 
or constipation and 
may safely be given to 
patients with peptic 
ulcer and those who 
are intolerant of other 
analgesics. 


Medical literature is 
available on request 





is safe for everyone 


for one week 3/5. 


Tablets 
dotties 


Bayer Products Limited, Kingston-on-Thames, Surrey 


of 


Seg 


2 
100 
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and 500, 


Basic N.H.S. cost of conti 





t (2 tabs. t.d.s.) 





N-acetyl-p-aminophenol 
of 2500 


and in tin 


In cartons of 20, in 






Associated exporting company: Winthrop Products Limited No, 102 
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TRAVEL NOTES 
The Call of the Sea 


By PENELOPE TURING 


THERE are few of us who can escape the fogs 
and winds and bleak living of the average 
British winter by sailing away for six months to 
some sunny lotus-land. Probably if we could, 
we should be mortally bored by so long a spell 
of luxurious idleness. There are, however, a 
number of people who, having carefully weighed 
the pros and cons, decide to take the whole or 
part of their holiday between November and 
March. Almost invariably, such a choice means 
going abroad. The hardy and energetic will 
choose the exhilaration of winter sports, whilst 
those of a more sybaritic turn of mind travel to 
some southern land where sunshine is a reliable 
factor of everyday life, or take a sea voyage for 
the same purpose. 

Frankly I am not myself a cruise addict. I 
love the sea, but I prefer it in the humbler and 
more intimate way of small boat sailing in a 
west country estuary. Nonetheless there is prob- 
ably no more restful form of holiday than to 
relax aboard a modern liner or one of the 
passenger-carrying cargo ships, and enjoy the 
sense of luxury which is carefully planned for 
your benefit. One can be lazy with a clear con- 
science. There is no need to feel that you ought 
to take the car out and rush about the country- 
side, or look up friends long neglected. Sight- 
seeing is restricted to the ports of call, and even 
then you can stay aboard if you wish, and watch 
other people hurrying about in the heat. Almost 
all the attractions of a holiday resort are provided 
within the ship. You can dance, play bridge or 
deck games, and on the larger ships there is 
usually a swimming pool. Alternatively, you can 
read or sleep in a deckchair unashamed. If you 
are alone you make friends very quickly; if you 
are with a family party there is entertainment 
for all ages. 

Officially the term ‘cruise’ is applied mainly 
to the specially organized summer holiday 
voyages, such as those in Mediterranean or 
Scandinavian waters, but there are countless 
round trips which one can take during the 
winter. Sea voyages are never a cheap form of 
holiday, but they certainly provide good value 
for money, and one can choose the length and 
price to suit one’s own requirements. 


SOUTH AFRICA AND SOUTH AMERICA 
Among the longer voyages are the Union- 
Castle’s ‘Round Africa’ trips, touching at the 


Canaries, Cape Town (fig. 1), Port Elizabeth, 
East London, Durban, Beira, Zanzibar, Mom- 
basa, and returning via Aden, Suez, Genoa, 
Marseilles and Gibraltar; just over nine weeks 
in all. These are on ships of about 17,000 tons. 
Rather shorter, 55 days, are the Holland Africa 
Line trips to Las Palmas, Cape Town, Port 
Elizabeth, East London and Durban in Oranje- 
fontein (10,547 tons) and similar ships. 





1.—The marine drive round the Cape 
peninsula as it skirts the base of Chapman’s 
Peak. 


Fic. 


Royal Mail Andes (25,676 tons) takes one 
from Vigo, Lisbon and Las Palmas across the 
Atlantic to Salvador, Rio de Janeiro, Santos, 
Montevideo and Buenos Aires and back in 39 
days. Or for something really exotic there are 
the Booth Line’s Hubert, Hildebrand and Hilary 
(7000 to 8000 tons) which sail a thousand miles 
up the Amazon to Manaus, calling en route at 
ports in Portugal, Madeira, Barbados and 
Paraguay ; sixty days as far away from everyday 
life as one can well imagine. 


CARGO SHIPS 
Cargo ships which carry about a dozen pas- 
sengers in very comfortable accommodation are 
now an important part of holiday voyaging. 
One has to remember, however, that the cargo 
is the real reason for the trip, and if lading or 
unlading at foreign ports takes longer than ex- 
pected there may be some delay in getting home. 
Cargo ships (about 2000 tons) of several dif- 
ferent lines sail from British ports to the 
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Mediterranean every three weeks. The round 
trips last four or five weeks, and one takes a 
pleasant, leisurely course round the coasts, 
touching at places like Marseilles, Genoa, 
Naples, Venice, and the Dalmatian, Sicilian or 
Spanish ports. 

ROUND THE WORLD 


There are a number of round voyages to the 
Caribbean (fig. 2) taking less than five weeks. 





Fic. 2.—Mexican dancers. 


Elders & Fyffes’ Golfito (8,500 tons) and other 
ships sail from Southampton about twice a 
month to Barbados, Trinidad and Jamaica, and 
the trip takes 26 days. Others go to the eastern 
Mediterranean ports, whilst if you have time 
there are the P & O round voyages to the East: 
Chusan (24,215 tons) sails on December 17 and 
March 15 to Kobe and Yokohama in Japan, 
calling at Port,Said, Aden, Bombay, Colombo, 
Penang, Singapore and Hong Kong. These trips 
take 74 days. Or the P & O Iberia and Arcadia 
and the Orient Line Orsova (each just under 
30,000 tons) sail for a 68-day trip to Australia 
on December 18, January 14 and January 3 
respectively. Others again will take you right 
round the world in from 76 to 150 days. Time 
and money are the only limiting factors; the 
world’s shipping will take one almost anywhere 
in holiday comfort. 


MADEIRA AND THE CANARIES 

Of them all, however, I would choose one of 
the shorter and least expensive trips: to Madeira 
and the Canaries. Bergen Line’s Venus (6,268 
tons) makes twelve voyages between December 7 
and April 11. Each one takes about ten days 
and you can go ashore for a few hours at 
Madeira (fig. 3), Teneriffe, and on alternate 
voyages at Las Palmas also. 

The ideal arrangement is to go out on one 
voyage and return on the next. This gives three 
weeks’ holiday in all, with a ten-day stay on 
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Madeira or Teneriffe. There are luxury hotels 
like the famous Reid’s on Madeira, and the 
Mencey at Santa Cruz on Teneriffe, where you 
will be soothed and flattered by superb service— 
and you will pay up to about £4 a day. But 
there are also several quite good first- and 
second-class hotels where the tariff is much 
lower. In any case the top prices are roughly 
half the cost on board, so it is quite economical 
to spend part of the holiday ashore. You can, of 
course, lengthen the visit as far as the foreign 
currency allowance permits, and return on a 
later voyage. The Aznar Line’s Monte Urquiola 
(7,723 tons) also makes a round trip to the 
Canaries every fortnight from mid-November 
to the middle of May. 

I have picked out only a few of the winter 
voyages which start from British ports. There 
are many others, particularly suitable for short 
holidays in the Mediterranean, which sail from 
Marseilles, Genoa, Trieste, Venice or Barcelona, 
but this means making the first part of the 
journey by air or rail. 

The popularity of cruises seems to grow every 
year, and some of the most attractive ones get 
booked up well in advance. Nevertheless there 





Fic. 3.—Subtropical beauties of Madeira. 


is usually accommodation to be had on one 
voyage or another, if you are not tied to an exact 
date. 


Minimum fares for the above voyages are: Union-Castle 
‘Round Africa’ £263 and £197 according to ship. Holland 
Africa £266 8s. (1st class). Royal Mail Andes £226, plus 

7 for stay on board at Buenos Aires. Booth Line Amazon 
voyages £300 (1st class). Cargo ships to the Mediterranean 
about £100. Elders & Fyffes’ Golfito £184. P & O Chusan 
£403, Iberia and Arcadia £420 (plus £2 10s. a day for stay 
on board at Sydney). Both rst class. Orient Line Orsova 
£360 plus £2 10s. a day at Sydney. Round the world from 
£287 to £516 according to length. Bergen Line Venus £74 
for round voyage, £60 excursion rate by sailings on 
December 7 and December 28. Aznar Line to the 
Canaries £42. 

The 1957/58 edition of Cook’s excellent little booklet 
‘Sea Voyaging’ is now available and provides an admirable 
catalogue of sea trips, including 1958 summer cruises. It 
can be had from Thos. Cook & Son Ltd., Berkeley Street, 
London, W.1 
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An urgent call on a rainy night; 
wet, greasy and treacherous roads -—- 
that is when a Doctor can depend 
on the sure, safe rear-wheel 

grip of Firestone Town & 
Country Tyres. 


_ Grip in mud 


Non-skid safety on wet 
and greasy roads 


Smooth riding and quiet 
Long, trouble-free mileage 
pe All-season motoring 


TUBELESS or TUBED 


EXPERIENCE COUNTS =» 
—— 

42 factories throughout the world. ge a 
Firestone total sales exceed _ “<< 


£1,000,000 per day. é 


weatherised 
tread 
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* 
TAMDAX encourages women to lead a 


normal life during the monthly period. The special 
Tampax applicator, an integral part of tamponage, 
ensures correct placement in the upper end of the 
vaginal tract and prevents any handling of the tampon. 
The comfort and security afforded by Tampax helps 


to eliminate the “ invalid ’’ complex. 


SANITARY PROTECTION 
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y a ae 
ead ” > 

°. 

' 


\ 


Dis 2 Se 


Professional samples and 

literature will gladly be 

supplied by Medical Dept., ( 
Tampax Ltd., Belvue Road, 

Northolt, Greenford, 

Middlesex. 


WORN INTERNALLY 
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TRADE MARK 


the broad-spectrum nitrofuran 





a valuable new defence against local infection, 


particularly against Staphylococcus aureus. The chemical 


structure of ‘Furacin’ is such as to eliminate the likelihood 


of cross resistance with the antibiotics or sulphonamides. 


This has not been known to occur. One of the most useful 


of the nitrofurans, ‘ Furacin’ (nitrofurazone) 


is available in several convenient presentations : 


‘FURACIN’ CREAM « ‘FURACIN’ SOLUBLE OINTMENT 


‘FURACIN’ SOLUTION « ‘FURACIN’ EAR DROPS 


MENLEY & JAMES, LIMITED, LONDON 


Licensees of The Norwich Pharmacal Co., U.S.A. 


F:PA 137 
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TOWEK OF LONDON 


For nearly 50 years now Cow & Gate Milk Foods have 
proved themselves to be a Tower of Strength when 
natural feeding fails. Apart from the Standard Foods 
Full Cream (red tin), Half Cream (blue tin) and 
Humanised (yellow tin) we have a number of special 
foods designed to assist the profession in dealing with 
abnormal feeding problems. May we send youa copy of 
our Medical Handbook in which these are described ? 


cow & GATE MILK FOODS 
GUILDFORD + SURREY 
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is present... 


. in skin conditions, hydrocortisone acetate is indicated. 
But too often the reaction of some vehicles 
(Practitioner 1955, 175,575.) 
causes irritation and sensitation. 
In Cortoderm, however, the base is Lacto-Calamine, 
itself widely used for some years in a variety 
of skin conditions where a soothing, 
protective and anti-inflammatory application is indicated. 
Thus in Cortoderm the base of Lacto-Calamine 
is complementary to hydrocortisone acetate 
and eliminates the risk of irritant and sensitisation 


reactions arising from the vehicle. 


COR WOW BBW ace one 


HYDROCORTISONE IN LACTO-CALAMINE 
PACKINGS 


Cortoderm is available in 10g. tubes 
containing either 0-5°, or 1°, hydrocortisone acetate 


in a cream base of Lacto-Calamine 
Basic N.H.S. Cost: 005°, 6/6d. 1°% 11/84d. per tube. 


THE CROOKES LABORATORIES LIMITED - PARK ROYAL * LONDON NW10 
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Calcipern- 


CALCIUM-PENICILLIN V 


the most efficient 


oral penicillin 


Calcipen—V is the calcium salt of Penicillin V and offers 
the following advantages in oral penicillin therapy : 
rapid onset of action reliable absorption 
sustained blood levels on 4 to 6 hourly dosage 


“ | cf pen ) 


Tablets of 60 mg. Penicillin V (as calcium salt). Bottles of 20, 100, 500 
Tablets of 120 mg. Penicillin V (as calcium salt), Bottles of 20, 100, 500 


Detailed kterature will be gladly sent on request 
BOOTS PURE DRUG CO, LTD., NOTTINGHAM, ENGLAND 


$270 
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Reduce the average cost 
— prescribe Cremaligin 


This high-quality rubefacient balm 4 
I is readily accepted by doctors as 





an invaluable means of economy 


prescribing on E.C.10. Supplied in 1 oz 


% 16 oz. dispensing jars at 1/24d. 


% per oz. basic N.H.S. price | 


% 


indication? <4 cremalsin 


Rheumatism, Fibrositis, 
Sciatica, Lumbago, 
Muscular Pain and 
associated conditions. 





v 


a dispensing tubes at 1/9d. and 














Methy!] Nicotinate 1.0% 

Glycol Salicylate 10.0% 
Histamine Dihydrochloride 0.1% 
Capsicin 0.1% 

Excipient q.s 


WEST PHARMACEUTICAL CO. LTD., 
82 Victoria Street, London, S.W.1. Telephone : TAT 2580 
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Why you need two barrels 


HE TWO active ingredients in ‘Sulmezil’ V 
are together much more lethal to bacteria 
than either alone 
One ingredient is penicillin V, the acid stable 
form of penicillin which is rapidly and efficiently 
absorbed and gives consistent and reliable blood 
levels. This form of penicillin has proved to be 
markedly superior in these respects to other oral 
penicillin preparations. 
Combined with penicillin V is ‘Sulphameza- 
thine’, which has been widely accepted for many 


IMPERIAL CHEMICAL 
PHARMACEUTICALS DIVISION 


INDUSTRIES 
WILMSLOW CHESHIRE Ph.740 


years on account of its high potency coupled 
with low toxicity. It is undoubtedly the best 
sulphonamide for routine use. 

‘Sulmezil’ V tablets present these two drugs in a single 
easily-administered form. Each tablet contains 60 mg. 
of penicillin V (Calcium Salt) and 0.5 g. of ‘Sulpha- 
mezathine’. In packs of 25, 100 and 500. 


*‘Sulmezil’ | V | tablets 
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Do you demand that ——£) 
your ASTHMA nee «> 
therapy be “a 
RATIONALLY Sympathomimetic devge 
BASED on $ ope hedsin 
FUNDAMENTAL @& wr 
PRINCIPLES ? 







Therapeutics 


i 


. 


iSO-BRONCHISAN was first produced in 1953 and its modus operandi 
in bronchial asthma demonstrates that, as in education so in therapy, the best is 
rationally based on fundamental principles. The outer layer of the Iso-Bronchisan 
tablet, containing Isoprenaline, is quickly absorbed from beneath the tongue affording 
rapid relief from bronchospasm. The core, containing ephedrine and theophylline, is 
then swallowed and slowly absorbed witha resulting sustained bronchodilation, 
thus combining well established immediate and long acting bronchodilators in one 
tablet. Prescribable on E.C.10. 


Each Iso-Bronchisan tablet contains lsopropyl-Nor-Adrenaline (Isoprenaline) sulphate. . gr. } 


Ephedrine hydrochlor. gr. % 
Theophylline ‘ gr. 2 


(Special tablets available for children.) 


Samples and literature available on request from 
SILTEN LIMITED ~« SILTEN HOUSE - HATFIELD + HERTS 
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Paroxysmal tachycardia... 


CEDILANID 


Attacks of paroxysmal tachycardia respond particularly well 
to the intravenous injection of Cedilanid (Lanatoside C), 
a crystalline glycoside isolated from Digitalis Janata. 








In adults, the dose is 0.8—1.6 mg. (4—8 ml.) 
intravenously. In children, 0.02—0.2 mg. 
(0.1—1.0 ml.) is recommended, according 
to age. 


In most cases the attacks are cut short 
within 15 minutes to 2 hours of the 
injection. 


References: (1) Amer. Heart J., 1941, 21, 133. 
(2) Ibid., 1947, 34, 871, 
(3) Ann. int. Med., 1950, 32, 116. 


NOTE: Cedilanid ampoules are supplied ready for use. 
No dilution is necessary before injection. 


Literature and samples available on request 


SANDOZ 


SANDOZ PRODUCTS LIMITED 


Sandoz House, 23, Great Castle Street, London, W.1 


























ANNOUNCEMENTS AQ 


ee 











The esters of NICOTINIC, SALICYLIC and 
p-AMINOBENZOIC acids 
bring relief to cases of 























arthritis and rheumatism 


In cases of soft-tissue rheumatism, and 
arthritic disorders, many doctors are tend- 
ing more and more to regard Transvasin 
as an indispensable adjuvant to treatment. 

For Transvasin is composed of the esters 
of nicotinic, salicylic and p-aminobenzoic 
acids. These esters readily pass the skin 
barrier in therapeutic quantities, and so 
enable an effective concentration of drugs 
to be built up where they are needed.* 

Transvasin not only induces vasodilation 
of the skin with a superficial erythema, but 
also brings about a deep hyperaemia of the 
underlying tissues. It is non-irritant and 
can be safely used on delicate skins. 

It is now being widely prescribed, with 
successful clinical results. Since a very 
small quantity is sufficient for each appli- 
cation, the cost of treatment is extremely 
low. 


* Therapeutische Umschau 
VIIT, 1952, 10, 143. 










In | oz. tubes, basic 
N.H.S. price in the 
U.K. 2/6 plus P.T. May be 
prescribed on Form E.C.10. 





Salicylic acid tetrahydrofurfuryl-ester 14% 
Nicotinic acid ethyl-ester 2% 
Nicotinic acid n-hexyl-ester 2% 
p-Aminobenzoic acid ethyl-ester 2% 
Water-miscible cream base ad 100% 











LLOYD-HAMOL LTD 


11 Waterloo Place, London, 8.W.1. 
Whitehall 8654/5/6 


“Thank you, doctor” 


Transvasin is the registered trade mark of Lloyd-Hamal Ltd. 
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Between visits to the surgery 


BENZEDREX INHALER 


relieves nasal congestion 


quickly and safely 


Even in severe congestion ‘ Benzedrex’ Inhaler produces 
relief that lasts for at least ninety minutes. ‘ Benzedrex’ 
Inhaler contains SKF’s specially developed vasoconstrictor 

propylhexedrine. It produces almost no central nervous 
stimulation. 


Each ‘Benzedrer’ Inhaler is packed with 
propylhexedrine 250 mg. and aromatics. 


@ Smith Kline & French Laboratories Ltd Coldharbour Lane, London SE5 


BX: PAIO7 Benzedrer’ is a trade mark 
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**, « » When all aloud the wind doth blow, 
And coughing drowns the parson’s saw, 
And birds sit brooding in the snow 


And Marion’s nose looks red and raw... 


Act V. Sc. 11 ‘‘Love’s Labour's Lost”’ by 
William Shakespeare 
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Effective 
decongestant 
therapy 





PIRIEX 


Liquefies tenacious sputum and aids its 
prompt removal 


Each teaspoonful of Piriex contains 2 mg. Piriton 
(chlorpheniramine) maleate, 100mg. ammonium 
chloride B.P. and 44mg. sodium citrate B.P. 
Supplied in bottles containing 4 fluid ounces and 
2 litres. 
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And birds sit brooding in the snow 
And Marion’s nose looks red and raw... 


Act V. Sc, 11 “‘Love’s Labour’s Lost’’ by 
William Shakespeare 
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PIRIEX 


Liquefies tenacious sputum and aids its 
prompt removal 


Each teaspoonful of Piriex contains 2 mg. Piriton 
(chlorpheniramine) maleate, 100mg. ammonium 
chloride B.P. and 44 mg. sodium citrate B.P. 
Supplied in bottles containing 4 fluid ounces and 
2 litres. 











HANBURYS 


OLINES 


LTD 


TELE 


LONDON 


f 8 











A 98 


THE PRACTITIONER 











INDEX 


Page 
Achromycin (Lederle) A 19, 114 
Acnil (Genatosan) A 50 
Agocholine Granules (Bengue) A 113 
Albamycin (Upjohn) A 42 
Anesthetic Ether (Macfarlan) A 22 
Asmapax (Clinical Products) A 55 
Barbidex (Clinical Products) A 55 
Becovite ( Vitamins) A 8l 
Befortis B (Vitamins) A 81 
Benylin (Parke Davis) A 58 
Benzedrex Inhaler (Smith, Kline & 

French) A 96 
B-Pasinah (Wander) : A 66 
Brovon (Moore Medicinal) A 39 
Buscopan (Pfizer) A 60 


Calcipen-V (Boots) A 90 


Cedilanid (Sandoz) A 94 
Chloromycetin Cream (Parke Davis) A 26 
Chloromycetin Ear Drops (Parke 

Davis) - - A 44 
Chloromycetin Ophthalmic (Parke 

Davis) A 38 
Choledy! (Allen & Hanburys) A 56 
Chymar (Armour) A 109 
Clinitest & Acetest (Ames) A 73 


Cobadex (B.D.H.) Outside Back Cover 
Codis & Solprin (Reckitt & Colman) A 106 
Colchipirine (Continental) Inside Back Cover 


Cortibiotic (Roussel) A 78 
Cortoderm (Crookes) A 89 
Cremalgin (West Pharmaceutical) A 91 
Cytacon (Glaxo) A 51 
Delfen (Ortho) A 41 
Deltacortril (Pfizer) A 62, 63 
Desogen Lozenges (Geigy) A 53 
Dexedrine (Smith, Kline & French) A 21 
Dexten (Clinical Products) A 55 
Dinedevan (Evans) A 70 
Dipasic (Bengue) A 36 


Distaquaine V (Distillers) 
Under Contents & A 4 


Dulcolax (Pfizer) A 65 
Edrisal (Smith, Kline & French) A 32 
Enpac (Lloyd-Hamol) A3l 
F.99 (International) A 104 
Femerital (M.C.P.) A lil 
Ferraplex B (Bencard) A 7l 
Furacin (Menley & James) A 87 
Gelusil (Warner) - - A440 


Harmony! (Abbott) - - ~ 
Hyalase (Benger) - _ - 
Hydeltracin (Merck, Sharp & Dohme) 
Hydroderm (Merck, Sharp & Dohme) 
Hydrodyne (Merck, Sharp & Dohme) 
Hydroptic (Merck, Sharp & Dohme) 
Hydrospray (Merck, Sharp & Dohme) 


Imferon (Benger) - ~ 
Iso-Bronchisan (Si/ten) - - 


Lederkyn (Lederle) 


Migril (Burroughs, Wellcome) 
Miotrol-P (Oxo) - 


Natisedine (Nativelle) 
Nepenthe (Ferris) 
Neo-Cortef (Upjohn) 
Nulacin (Horlicks) 


Orovite (Vitamins) 
Ortho-Gynol (Ortho) 


Panadol (Bayer) - 

Parentrovite (Vitamins) - 

Pavacol (Ward, Blenkinsop) 

Paynocil (Bencard) - - 
Penicillin-V (Eli Lilly) - 
Penidural (Wyeth) 

Peritrate (Warner) 

Plesmet (Coates & Cooper} 

Piriex (Allen & Hanburys) 
Polybactrin (Calmic) . - 
Pulmo Bailly (Bengue) 

Pro-Banthine (Searle) 

Pularin (Evans) —- - - - 
Rauwiloid (Riker) 

Rubriment (Horlicks) - - 
Rybarvin (Rybar) - - - 
Sanatogen (Genatosan) - - - 
Senokot (Westminster) 
Sigmamycin (Pfizer) - - - 
Stemetil (May & Baker) ~ 
Stenediol (Organon) - ~ - 
Sterisil (Warner) —- - - - 
Streptets (Wyeth) - - A 27, 
Sulmezil (/.C.(P) ) - ~ 


Transvasin (Lloyd-Hamol) 
Ultracortinol (Ciba) ~ be S 


Veganin (Warner) - -_ a = 
Vi-Magna (Lederle) - - . 
Vimaltol (Wander) - _ a 


FOR GENERAL INDEX TO ADVERTISERS SEE PAGE AII5 


A 45, 


TO PHARMACEUTICAL PREPARATIONS 


Page 
A 74 
A 48 
A 54 
A 107 
A 107 
A 107 
A 107 


46, 47 
A 93 
A77 
A 68 

A 100 


A 104 
A 108 
A 43 
A 49 


A 33 
A 16 


A 99 


- Inside Front Cover 


A 61 


Front Cover 


A 76 
A 102 
28, 29 

A 92 


A995 
A 72 
A 34 


A 75 
A 67 








1 


ANNOUNCEMENTS 





When increased intake 





of protein is essential 


A high-protein diet appears to be of 
importance in the prevention of 
toxaemia of pregnancy’. In any case, 
it is generally recognised that to meet 
the needs of both mother and child, 
protein intake during pregnancy and 
lactation should be 50°, or more 
above normal levels. Obtaining this 
increase from the ordinary diet is 
sometimes a difficult problem. The 
solution can be found in Sanatogen* 
which provides first-class protein in 
a form which is easily assimilated 
and highly utilised. 

Additionally, its combined nutrient 
and tonic properties make Sanatogen 
an invaluable aid when treating the 
stress symptoms so often accom- 
panying pregnancy and lactation. 


CONSTITUENTS OF SANATOGEN 

95°, casemn (milk protein), containing all 
the essential amino acids. Although 
casein normally requires only three 
principal stages to produce, 
the manufacture of Sanatogen 
involves seven principal 
stages. These additional 
stages have the object of 
ensuring that Sanatogen 1s 
produced in a form which is 
absorbed and utilised to a 
very high degree. 


— 
——4 
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cerophosphate. Although 
evidence is lacking as to the precise way 
the glycerophosphates act, the manner in 
which the glycerophosphates and pro- 
tein are combined in Sanatogen appears 
to result in a synergistic effect. This is 
particularly marked by its restorative 
action in conditions of nervous and 
physical debility. 


s ai 


Sanatogen is easily digested and is free 
of fat and carbohydrate; it is therefore 
quite suitable for use in diabetes. The 
average daily dosage of 6 teaspoonfuls 
provides 24 G of first-class protein, at a 
lower cost per gram than many protein 
foods. 

Although under current regulations 
Sanatogen is not prescribable on E.C.10, 
it is well within the means of the average 
patient. Recommendation meets with 
ready acceptance due to the goodwill 
and faith which the product enjoys 
It is available from all chemists in 
three sizes, lasting (at a dosage of 6 
teaspoonfuls daily), 1, 2 and 8 weeks 
respectively. 


SanatOgeN ror wcner 


PROTEIN UTILISATION 


in pregnancy and lactation, convales- 
cence, physical and nervous debility. 


* Lancet I, 64 952 * Regd. TM 
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When increased intake 





of protein is essential 
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A high-protein diet appears to be of | 5°, sodium glycerophosphate. Although 


importance in the prevention of 
toxaemia of pregnancy’. In any case, 
it is generally recognised that to meet 
the needs of both mother and child, 
protein intake during pregnancy and 
lactation should be 50% or more 
above normal levels. Obtaining this 
increase from the ordinary diet is 
sometimes a difficult problem. The 
solution can be found in Sanatogen* 
which provides first-class protein in 
a form which is easily assimilated 
and highly utilised. 

Additionally, its combined nutrient 
and tonic properties make Sanatogen 
an invaluable aid when treating the 
stress symptoms so often accom- 
panying pregnancy and lactation. 


CONSTITUENTS OF SANATOGEN 

95°% casein (milk protein), containing all 
the essential amino acids. Although 
casein normally requires only three 
principal stages to produce, _ 
the manufacture of Sanatogen 
involves seven principal 
stages. These additional 
stages have the object of 
ensuring that Sanatogen is 
produced in a form which is 
absorbed and utilised to a 
very high degree. 








evidence is lacking as to the precise way 
the glycerophosphates act, the manner in 
which the glycerophosphates and pro- 
tein are combined in Sanatogen appears 
to result in a synergistic effect. This is 
particularly marked by its restorative 
action in conditions of nervous and 
physical debility. 

Sanatogen is easily digested and is free 
of fat and carbohydrate; it is therefore 
quite suitable for use in diabetes. The 
average daily dosage of 6 teaspoonfuls 
provides 24 G of first-class protein, at a 
lower cost per gram than many protein 
foods. 

Although under current regulations 
Sanatogen is not prescribable on E.C.10, 
it is well within the means of the average 
patient. Recommendation meets with 
ready acceptance due to the goodwill 
and faith which the product enjoys. 
It is available from all chemists in 
three sizes, lasting (at a dosage of 6 
teaspoonfuls daily), 1, 2 and 8 weeks 
respectively. 


SanatOgen ror woner 


PROTEIN UTILISATION 


in pregnancy and lactation, convales- 
cence, physical and nervous debility. 
1 Lancet 1, 64 (1952). * Regd. T.M. 
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PULMO-BAILLY restrains Broncho-pulmonary 
infection, facilitates elimination of bronchial secretions, 
soothes irritating and fatiguing cough, restores appetite, 
nervous and physical tone. 

pemMPoRTANT IN 
BRONCHITIS AND BRONCHO-PULMONARY 
AFFECTIONS, INFLUENZA, BRONCHIECTASIS, 
TRACHEITIS, CHEST CONGESTION OF THE AGED 


PULM Q -saity a 


Constituents Properties 
GUAIACOL, ..... Antiseptic, Leucocytogenetic and Expectorant 
COG ianccees Cough Sedative 
PHOSPHORIC ACID...... Tonic and Restorative 


BASIC N.H.S. PRICES.—90 c.c. bottle 2/10, plus 10d. P. Tax. 
16 fluid oz. bottle 11/6 net. 80 fluid oz. bottle 45/-. 


BAILLY LTD., LONDON 
Sole Concessionaires: 


BENGUE & CO. LTD., Manufacturing Chemists 








Clinical Sample and 
Literature on request 











MOUNT PLEASANT ° ALPERTON ° WEMBLEY MIDDLESEX 
Ce Bagram a 
P. ¢ °f P 
a LOLTOL - 
: TRADE MARK 


A synergistic combination of androgen and 

Oestrogen with phenobarbitone. 
& ts Specifically designed for control of 
& e yr 4 symptoms associated with menopausal 
fi Se disturbances, premenstrual migraine and 
ss | tension, dysmenorrhoea. 
é “ pe 3 


ed pe FORMULA: Methyl Testosterone 2.5 mg. 
SS ae oot 4 BE ie Ethinyl Oestradiol 0.005 mg. 
Ses eS sss METS ESR =~ Phenobarbitone 16.0 mg. (4 gr.) 


LITERATURE FORWARDED ON REQUEST 


Pee FEET PRE SPEEA BRR ER RE i aN ee ne esas occa aR gee 


AN Ox OID PRODUCT OXO LTD (Medical Dept.) 16 SOUTHWARK BRIDGE ROAD LONDON SE! 
Telephone: Waterloo 4515 
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The swinging door 





eee and another sprained thumb to treat 
with Elastoplast Plaster 





An ill-judged approach to a powerfully sprung swing-door can 
be productive of a variety of minor trauma, a sprained thumb or 
finger perhaps being among the more common. 

Elastoplast Plaster is flesh-coloured, made from light-weight 
cloth, and ideal for on-the-spot strapping and retention of 
dressings. It is far more comfortable and more efficient than a 


eS ss To strap a dislocated thumb 
rigid plaster. one-inch Elastoplast is used, 
applied spica-fashion. 


»  Elastoplast ELASTOPLAST: “claic ad 


ELASTIC ADHESIVE PLASTER B.P.C. 18/2 yds. stretched and 1° x 








5/6 yds. stretched. 
product SMITH & NEPHEW LTD. WELWYN GARDEN CITY, HERTS. 
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a completely WC W vaginal gel 


for the treatment of Vaginitis due to 


Sf PELE NEG EERE IE EEE SOS 





FE el Py FTL ARS SV NSO TN TA SS 


MONILIA 


Wettig at 5 gfe CORE LOL fe Sk FRI 
AND 


BACTERIA 


including Haemophilus Vaginalis, the organism responsible for some 
of the so called “‘ non-specific” ae 





Administration: One  applicatorful Presentation: Sterisil is available in 
(7 ml.) instilled into the vagina every boxes containing a tube of vaginal gel 
other night. Clinical cure may result (14 oz.) and six disposable applicators. 
from six applications, but twelve ap- 

plications, should be advised. Active Principle: hexetidine 0.1% 


WM. R. WARNER & CO. LTD., LONDON and EASTLEIGH 


STER 357/7/R 
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Vitamin B Complex in Antibiotic Therapy 


The discovery of antibiotics proved a turning point in the fight against 
bacterial and other infectious diseases. The clinical success of penicillin 
stimulated the search for antibiotics produced by other organisms, which 
resulted in the isolation of a number of potent bacteriostatic or bactericidal 
substances. Antibiotic therapy is comparatively free from undesirable side-effects. 
However, some change in the intestinal flora is inevitable after the administra- 
tion of antibiotics, and the synthesis of members of the vitamin B complex in 
the gut may be impaired. It is therefore usual to prescribe vitamin B prepara- 
tions when a course of antibiotics is given. 


Marmite is a useful source of almost every factor of the vitamin B complex. 
Its appetising flavour ensures easy administration: it may be given as a drink 
made with boiling water or hot milk, or in sandwiches, or used in cooking. 


MARMITE 9 =~ 


yeast extract 


MARMITE LIMITED, WALSINGHAM HOUSE, SEETHING LANE, LONDON E.C.3 














560! 
@oeeeeee%?e&e¢e#ee8ee0e8 80 @ 
= 4 ;* TAX FREE : 
® 2/0 * 

Equal to £7-16-7 PER CENT GROSS 
Guaranteed for a fixed investment 5 years period, * 
STATE : 
a 

SURE Gell, Lem lelai aes 
a 
or ° usual investment, equal to £6-19-2 per cent gross where 

the standard rate of 8/6 is payable. e 

MAXIMUM SECURITY 
%* Easy withdrawals %* Any amount accepted up to £5,000 e 

SS % Income Tax borne by the Society | % No depreciation 
Quer 25 years of proghessive expansion ® 

ASSETS NOW EXCEED £5,500,000 
Full particulars from the Secretary: STATE BUILDING SOCIETY * 

mS 30 State House, 26 Upper Brook St., Park Lane, London, W.1 Tel. : MAYfair 8161 

eeeeeeeeeeeeeeesvse ee 
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Diagnosis: Obstinate 
eczema of the face. 
Photograph taken before 
treatment with “F99,"" 


Photograph taken after 


one **F99” capsule and 
one application of “ F99"" 
ointment daily. 


INTERNATIONAL LABORATORIES LTD., Dept. PR46, 205 HOOK ROAD, CHESSINGTON, SURREY 
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OINTMENT 
CAPSULES 
LIQUID 


ECZEMA 
FURUNCULOSIS 


eczema Or 


ks’ treatment with 
ee Stients’ will be fo 


to heal the wound. 
Literature on request 

















GENERAL AND CARDIAC SEDATIVE 


NATISEDINE 


Tablets 0,1 gm. Phenylethylbarbiturate of Quinidine 
(Bottles of 20 and dispensing packs of 100.) 


INDICATIONS 


Anxiety states - Insomnia - Nervousness - Distress 
Palpitation - Premature beats. 


Cases resistant to other sedatives, 


LABORATORY NATIVELLE Ltd. 
74-77 White Lion St., LONDON, N.I 18-19 Temple Bar, DUBLIN 











VARICOSE ULCERS 


It has been shown beyond question by 
large scale serum-lipids studies that a 
a proportion of patients suffering 
rom intractable skin conditions have a 
deficiency of the essential fatty acids. 
is not possible to carry out these studies 
in everyday ae, but any patient with 

urunculosis who fails to re- 
spond to symptomatic treatment should 
most certainly ry — with essential fatty 
acids “* F99. See ek cee of these 


gravitational ulcers, where cr skin is 
“ under-nourished,” the a application of 
additional essential fatty rarely fails 
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Fic. 1. “ But X-ray study at this time still 
revealed the ulcer niche.” 


PRO-BANTHINE FOR ANT HO 





Fic. 2. In ten weeks “ the niche was no longer 
visible radiologically or gastroscopically,”’ 


Clinical Report on Pro-Banthine 


The case-history below of ulcer on the gastric side of gastro- 
jejunal stoma reveals significantly the high potency in low dosage 
of the well-tolerated anti-cholinergic agent, Pro-Banthine. 


M. D., female, age 48, had a posterior gastro- 
jejunostomy fourteen years previously for 
duodenal ulcer. Nine months prior to her 
first visit severe intractable pain recurred and 
a subtotal gastrectomy was performed at 
another hospital. She remained well for a 
few months and then because of recurrence 
of severe pain and marked weight loss, she 
was referred for treatment. X-ray study 
revealed a large ulcer niche on the gastric side 
of the anastomosis. Antacids and sedatives 
gave no relief from pain. She was given 
60 mg. of Pro-Banthine four times a day and 
within seventy-two hours was able to sleep 
through the night for the first time in weeks. 
After two weeks of Pro-Banthine treatment 
the patient felt completely well, but X-ray 
study at this time still revealed the ulcer niche 
(Fig. 1). After a further ten weeks’ treatment 
the niche was no longer visible radiologically 


SEARLE 


or gastroscopically (Fig. 2). In the five months 
prior to the report she was maintained on 
30 mg. of Pro-Banthine four times daily 
without any recurrence of symptoms. 

Pro-Banthine, containing 15 mg. Propan- 
theline Bromide, is the safe and potent anti- 
cholinergic which efficiently controls and 
decreases gastro-intestinal hypermotility and 
excess acidity. It has proved highly efficient 
not only in peptic ulcer but also in pancreatitis, 
hypertrophic gastritis, diverticulitis, biliary 
dyskinesia, spastic colon and other conditions. 

Pro-Banthine is also available compounded 
with Phenobarbitone (15 mg.) for the treat- 
ment of peptic ulcer when complicated by 
mental stress and anxiety. Both products are 
available in bottles of 40, 100 and 1000 
tablets. G. D. Searle and Co. Ltd., High 
Wycombe, Bucks. Telephone: High Wycombe 
1770. 


* Registered Trade Mark 
PB : P87 
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Aspirin 


and 


~ Uleer 


“ e . . . e . . . . 
Aspirin is a serious gastric irritant, particularly in peptic ulcer patients.” 
f i ; 











“Calcium aspirin does not have this irritant action unless it has deterior- 
ated through standing, and it can be used with impunity, especially if 
prescribed in soluble form. This simple measure would, in our opinion, 
cut down significantly the incidence of hamatemesis and exacerbations 
of ulcer symptoms.” 


British Medical Journal, July 2nd 1955 


SOLPRI N provides calcium aspirin in pure and stable form 
CODIS is a compound tablet that provides codeine and 


phenacetin and calcium aspirin, in place of the 
ordinary aspirin in Tab. Codein. Co. B.P. 


Neither SOLPRIN nor CODIS is advertised to the public 


RECKITT & COLMAN LTD., HULL & LONDON (PHARMACEUTICAL DEPT., HULL) 
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NOW- 


a more grown- 


up food for the 
older baby 





— 





JUNIOR | 
VEGETABLE & | 
BEEF DINNER | 


So 


Heinz Junior Foods 








When baby becomes a little too advanced 
for smooth, strained baby foods, but is not 
quite ready to join in the family meals — he 
needs Heinz Junior Foods. 

These finely minced and chopped foods 
are specially designed to tide baby over this 
“in-between” stage. 

Like Heinz Strained Foods, Junior Foods 
are prepared from the finest ingredients and 
cooked under strictly controlled conditions, 
with the maximum retention of food values. 


HEINZ” 
Baby Foods 


H. J. Heinz Co. Limited, Harlesden, London N.W.10 


The 
MERCK SHARP & DOHME 


‘Hydro 


Quartet 


Hydrocortisone preparations for the 
treatment of lesions of the 
SKIN, JOINTS, NOSE, AND EYES 


OINTMENT 


‘Hydroderm’ 


‘HYP ROCORTONE’- 
NEOMYCIN - BACITRACIN 


For inflammatory conditions of the 
skin, especially when infection is 
present. Tubes of 5 G. and 15 G. 


‘Hydrodyne’ 


‘HYD ROCORTONE’- ASPIRIN 





Anti-inflammatory, anti-rheumatic 
comune therapy for rheumatic and 
allied diseases. Bottles of 100. 


NASAL SPRAY 
‘Hydrospray’ 
*HYDROCORTONE’- 


*PROPADRIN’- NEOMYCIN 


Safe nasal therapy for hay fever, 
rhinitis, polyposis and similar aller- 
gic conditions. Spray bottles of 15 ml. 





‘Hydroptie’ 


*HYDROCORTONE’- NEOMYCIN 





For inflammatory lesions of the 
eye, especially when infection is 
present. Plastic applicator of 5 ml. 


Fuller details on application 
MERCK SHARP & DOHME LIMITED 


HODDESDON, HERTS. 
Product names in inverted commas are Trade Marke 
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Working for the Nation's Children No. 12 





She reported herself} 


Believe it or not but a mother recently re- 
ported herself for neglecting her child. 

Just before midnight and after I had gone to 
bed the Police informed me that they had 
received an anonymous telephone call (which 
we later found came from the mother) to the 
effect that a three-year-old child had been 
left alone. I got up and went to the house 
with the Police where we found the mother 
with a man friend. We sent him packing and 
I listened to the woman’s story. 

She was full of self-pity saying that she 
wanted her child to be taken away, and 
adding that she did not mind going to 
Prison. She had had more to drink than was 
good for her and so after seeing to the safety 
and comfort of the child I decided I would 
do no more until next morning. 

I was able to help her out of her troubles and 
the child is still with her. He is a fine little 
chap and receiving every care. The other day, 
the woman, who is now much happier than 
she has been for a long time, thanked me for 
bringing her to her senses. 


Cases like this—an actual case on the files of 
the N.S.P.C.C.—are dealt with frequently by 
the Society; for the scope of the Society’s 
work is very much wider than cases of 
cruelty or gross neglect. If the Society can do 
anything at any time to help children whose 
welfare, happiness or future is in jeopardy, 
it will do so. This vital humanitarian work 
depends on your subscriptions and support. 
Please send your contributions to the 


N-S-P-C-C 
ROOM NO. 103, VICTORY HOUSE, 


LEICESTER SQUARE, LONDON, W.C.2 


The N.S.P.C.C. helped nearly 
100,000 children last year 























THE SAFEST 

AND BEST 
\C PREPARATION 

OF OPIUM 


— 


Nepenthe contains all the constituents of opium and has 
been prescribed for over 100 years. It has been found by 
generations of practitioners to be the best preparation 
of opium as it does not cause the unpleasant after-effects 
usually attributed to opiates. it can be given over a 
considerable period and the effect remains invariably 
constant. 

Packed in 2-0z., 4-0z., 8-oz. and 16-oz. bottles and for 
injection in }-oz. rubber-capped bottles, sterile, ready 


WEPENTHE 


FERRIS & CO LTD ) 


BRISTOL y 








‘A splendid 
nightcap 
and it’s 
nourishing too!’ 






Bourn-vita is made 
from malt, milk, sugar, 
cocoa and eggs 














sleep sweeter 


BOURN-VITA 


made by CADBURYS 
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The new 

and safer 

anti- inflammatory 
agent in 





THE ARMOUR LABORATORIES 


(Armour & Company Ltd.) 


Hampden Park, Eastbourne, England 


INTRAMUSCULAR 
CHYMOTRYPSIN 


CHYMAR, the new injectable 

enzyme, is safe in use and 

prevents and reduces 
inflammation from any cause, 
oedema of traumatic and in- 
fectious origin, pain from 
inflammation and swelling, 


hastens absorption of blood, 
and lymph effusions, 


restores circulation, 


promotes healing. 


CHYMAR is indicated for re- 
duction of local inflammation in 
such conditions as chroniculcers, 
bursitis, phlebitis and bruises, 
and is valuable in bronchial 
diseases. 


Supplied in § c.c. vials; each 
c.c. contains 5000 units of pro- 
teolytic activity. 


Literature gladly supplied on 
request. 
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The importance 
of toleration... 








... 1m glucose therapy 


That Lucozade is a pleasant and refreshing method of 
getting glucose into a patient is repeatedly demonstrated 
in almost every hospital. When everything tends to taste 
the same, the flavour of Lucozade strikes an unexpectedly 
refreshing note. Doctors have frequently observed the 
beneficial effect of Lucozade on the difficult or apathetic 
patient with enfeebled digestion. 





Lucozade requires no preparation. 
It is a lightly carbonated glucose 
solution with an attractive golden LU Coz ADE 
colour and a pleasant citrous fla- 
vour. The liquid glucose content 


is 23.5% w/v or about 21 calories : 
for each fluid ounce. 
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FEMERITAL 


Specifically designed for the relief of primary dysmenorrhoea 
% Uterine spasmolysis from Dibutamide 

% Analgesia from phenacetin and salicylamide 

* Elevation of mood from caffeine 





M.C.P. PURE DRUGS LIMITED, 86 STRAND, LONDON, W.C.2 











ST. ANDREWS HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 
ars ; President—Tue EARL SPENCER 
= Medicai Superintendent—-THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P.M. 
This Registered Hospital is situated in 130 acres of park and pleasure grounds. Voluntary patients, who are 
suffering from incipient mental disorders, or who wish to prevent recurrent attacks of mental trouble; temporary 
atients, and certified patients of both sexes are received for treatment. Careful clinical, bi i bacterio- 
logical and pathological examinations. Private rooms with special nurses, male or female, in the Hospital or 
in one of the numerous villas in the grounds of the various branches can be provided. 


WANTAGE HOUSE 


This is a Reception Hospital in detached grounds with a separate entrance, to which patients can be 
admitted. It is equipped with all the apparatus for the complete investigation and treatment of Mental and 
Nervous Disorders by the most modern methods; insulin treatment is available for suitable cases. There is an 
Operating Theatre, a Dental Surgery, an X-Ray Room, an Ultra-Violet Apparatus, and a Department for 
Diathermy and High-Frequency treatment. It also contains Laboratories for biochemical], bacteriological, and 
pathological research. Psychotherapeutic treatment is employed when indicated. 


MOULTON PARK 


Two miles from the Main Hospital there are several branch establishments and villas situated in a and 
farm of 650 acres. Milk, meat, fruit, and vegetables are supplied to the Hospital from the farm, ga: » 
orchards of Moulton Park. Occupational therapy is a feature of this branch, and patients are given every facility 
for occupying themselves in farming, gardening, and fruit-growing. 


BRYN-Y-NEUADD HALL 


The seaside house of St. Andrews Hospital is beautifully situated in a Park of 330 acres, at Llanfairfechan 
amidst the finest scenery in North Wales. On the north-west side of the Estate a mile of sea coast 
boundary. Patients may visit this branch for a short seaside change, or for longer periods. The Hospital has 
its own private bathing Lease on the seashore. There is trout fishing in the park. : 

At all the branches of the Hospital there are cricket grounds, football and hockey grounds, lawn tennis 
courts (grass and hard courts), croquet grounds, golf courses, and bowling greens. Ladies and gentlemen have 
their own gardens, and facilities are provided for handicrafts, such as caspentey, &c. : 

For terms and further particulars apply to the Medical Superi dent (Telephone: No. 4354, three lines, 
Northampton), who can be seen in London by appointment. 


Bacteriologically tested " a 

dh 
and specially designed for : Cestra Mask 
the prevention of 


droplet infection 


After many bacteriological experiments of four layers of fine dental gauze. It 
this mask was designed to arrest all fastens securely under the chin, has an 
droplets from the mouth and nose, and air gap at the sides, is comfortable to 
so to prevent contamination during wear for long periods and may be easily 
operation. The “ Cestra” Mask consists sterilised. 


Obtainable from Chemists and Medical Stores 
MADE BY ROBINSON & SONS LTD., Wheat Bridge Mills, Chesterfield 
Tel. Chesterfield 2105 London Office: King’s Bourne House, 229/23! High Holborn, 
London, W.C.1 Tel. Holborn 6383 Manufacturers of al! kinds of Surgice! Dressings 















FOR SURGEONS AND NURSES 
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WOUND GLOSURE 


—without stitching 


ANCIENT IMPROVISATION 


























Eastern surgeons in the Middle Ages 
made use of large ants for suturing pur- 
poses. The natural reaction of the ant 
was to fix its legs into the flesh on 
either side of the wound holding 

the edges together. The head 





was then cut off, leaving a joining effect 


similar to Serris-Fines of present day Strapping for 


penis ileostom 
MODERN SOLUTION ee y . 
e almaplast adhesive strapping 
Modern surgery has the Dalmas Dumb Bell sutur has oneed eusaiions GP eas 
#4 for minor surgery normally requiring stitching. in cases of ileostomy. It 
4 They are very effective, and have the’ moulds itself to the contours 


lication, g Of the body, is satin smooth 
edventags of omy sppticetio and comfortable. Non peel- 


9 speed and simplicity. Com- ing, non fraying, completely 
. pletely antiseptic, they adhere in-— waterproof. 


stantly, and keep the wound closed. DALMAPLAST 


WATERPROOF 
D A Li A S STRAPPING 
Available in different widths 


and lengths according to the 
DUMB BELL SUTURES] ipoiicaccn, ' 
Dumb Bell Sutures are supplied in 
packs containing 6 doz. ready for use. 


DALMAS LTD . JUNIOR STREET " LEICESTER 




















BINDING CASES 


Binding cases for Volume 178 (January to June, 1957) 
% and previous volumes are now available in green cloth 
with gilt lettering, price 5s. 6d. each, post free. 











The cases are made to hold six copies of the journal 
% after the advertisement pages have been removed; they 
are not self-binding. 


Alternatively, subscribers’ copies can be bound at an 
% inclusive charge of 13s. 6d. per volume; this includes 
the cost of the binding case and return postage. 


Send your order, with remittance, to: 


The Bookbinding Department 
THE PRACTITIONER 


5 BENTINCK STREET, LONDON, W.1 
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ADVERTISED AND INTRODUCED ONLY TO THE 
MEDICAL PROFESSION 


AGOCHOLINE 


GRANULES 


Mag. Sulph. B.P., Purified Meat and 
Swee: and Peppermint Fla Excipient 


Cholagogue and cholecystokinetic properties, 
stimulating biliary secretion and drainage. 


O 





\ / Indicated in:— 
N ! SUB-ACUTE AND CHRONIC CHOLECYSTITIS, 
\ i! CONSTIPATION OF HEPATIC ORIGIN, FAMILIAL 
NN i" CHOLEMIA, ATONY OF THE GALL-BLADDER. 
\rcuauaat Doses to be taken in the morning only, before breakfast 


Basic N.H.S. Price: Tin of 100 gm. Granules, 3/1, plus 11d., P.T. 


BENGUE & CO.LTD. Manufacturing Chemists 


MOUNT PLEASANT - ALPERTON - WEMBLEY - MIDDLESEX 


How do YOO tackle flat foot? 


. «- do you prescribe an external wedge on the shoes? (| 


BUT the wedges soon wear away; and very 
often the child is made to feel self-conscious 
because his shoes look different from other 
children’s. 

Surely it’s more logical to have a wedge built-in 
between the inner and outer sole—invisible, and 
completely unaffected by wear or repair of the 
shoe. That is how Start-rite INNERAZE shoes 
are made; why they are the only practical 
solution to this problem. 























Information from Mr, W. J. Peake, James Southall 
& Co, Lid., Crome Road, Norwich, % 





Invisible Wedge Shoes by START-RITE 


(who make the finest children’s shoes of all types) 
Inneraze Shoes are supplied only against medical prescription 
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as the patient sees it... 


The ophthalmic forms of AcHRomyciN tetracyline are 
acceptable in every sense—not only from the physician’s 
angle but from the patient’s viewpoint too. Simple and 
painless to use, they are virtually free from unwanted side 
effects. The patient will therefore co-operate to the full 
in following the course of treatment prescribed. 

In many cases of conjunctivitis and of ocular infection due 
to staphylococci, streptococci and other sensitive organisms, 
local measures with the Ophthalmic Ointment or Sterilized 
Powder are fully effective. In more severe conditions, 
however, simultaneous systemic treatment should be 


adopted, with one of the oral forms of the drug. 


chromycin 


TETRACYCLINE *Regd Trade Mark 


Ointment (Ophthalmic) 1%: 

10 mg. per Gm: }-oz tubes in boxes of six. 
Ophthalmic Powder Sterilized: 
25 mg. per vial: supplied with dropper vial. 


LEDERLE LABORATORIES DIVISION 























’ 
(yanamid OF GREAT BRITAIN LTD, London, WC.2 
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acceptable in eery sense —not only from the physician’s 
angle but from the patient’s viewpoint too. Simple and 
painless to use, they are virtually free from unwanted sid 
effects. The patient will therefore co-operate to the full 
In following the course of treatment pres¢ ribed. 
In many cases of conjunctivitis and of ocular infection due 
to staphylococci, streptococei and other sensitive organisms, 
local measures with the Ophthalmic Ointment or Sterilized 
Powder are fully effective. In more severe conditions, f 
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however, simultaneous systemic treatment should — be 
adopted, with one of the oral forms of the drug. 
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Diseases of the Rectum and Colon 


CARCINOMA OF THE RECTUM 


By 7. C. Goligher, Ch.M., F.R.C.S : c 
Professor of Surgery, University of Leeds; Surgeon, General Infirmary, Leeds; 
Consulting Surgeon, St. Mark's Hospital for Diseases of the Rectum and Colon 


CARCINOMA OF THE COLON 


By Henry R. Thompson, M.B., F.R.C. 
Surgeon, St. Mark’s Hospital for p> na of the Rectum and Colon 


THE TREATMENT OF ULCERATIVE COLITIS 
By E. R. Cullinan, M.D., F.R.C.P. 
Physician, St. Bartholomew's Hospital, and Westminster (Gordon) Hospital 
and 
I. P. MacDougall, M.D., M.R.C.P. 
Consulting Physician, Hertford Group Hospitals; Medical Chief Assistant, West- 
minster (Gordon) Hospital 


THE Spastic COLON 
By T. C. Hunt, F.R.C.P. 
Senior Phy sician, St. Mary’s Hospital 
ANAL ABSCESSES AND FISTUL® 
By H. E. Lockhart-Mummery, M.Chir.; F.R.C. 
Surgeon, St. Mark's Hospital for Diseases of the “Re tum and Colon 


Tue Care oF A COLOSTOMY 
By E. Clayton-Fones, M.D. 


CURRENT THERAPEUTICS CXIX.—Sreroip AN-ESTHESIA 
By R. B. Harbord, M.D., F.F.A.R.C.S., D.A 
Reader in Anesthesia, University of Leeds 


SUBSCRIPTIONS—The annual subscription to The Practitioner 
is £2 : 2s. (Canada and U.S.A. $6.50) post free. STUDENTS, and 
practitioners within their first year of qualification, are granted 
a subscription concession at {£1 : 5s. (Canada and U.S.A. $3.75). 


_—_———— — ———— SUBSCRIPTION FORM “3-3-2? 323° —- 
To the Publishing Dept., THE PRACTITIONER, 5 Bentinck Street, London, W.1. 
I enclose remittance value £2 : 2s. (Medical students and first year practitioners £1 : 58.) 
Please send me 
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Binding Cases for Vol. 178 (January-June 1957) are now available price ss. 6d. post free 
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A new analgesic, anti-inflammatory 
and urico-eliminatory compound 


Colchipirine successfully combines and enhances the well- 
known properties of colchicine and aspirin, assisted by 
Vitamin B,, in the treatment of chronic rheumatism and 
gout. 

Colchipirine is an outcome of extensive American and 
European research into the pharmacology of colchicine 
and acetylsalicylic acid, which has given a new under- 
standing of the therapeutic action of these classical remedies 
for gout and rheumatism. 

Colchipirine is well tolerated and so permits sustained 
administration. It has been used with very favourable 
results in extensive clinical trials. In packings of 60 and 
400 glutinized tablets. 


Samples and literature will be supplied on request. 


SOLCMIPIRINE 














CONTINENTAL LABORATORIES LTD. 
101, GREAT RUSSELL STREET, LONDON, W.C.1 
Telephone : MUSeum 2042-3-0626. Telegrams : Taxolabs, Phone, London 
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Healing and protection 
with one ointment 
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‘Cobadex’ the new B.D.H. preparation of hydro- 
cortisone B.P.C. in a water repellent base is 
particularly indicated in the non-exudative stage 


LB 


== 
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of contact dermatitis and eczema. 
It enables the anti-inflammatory healing action 
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of hydrocortisone to proceed while protecting the 
lesions from the primary irritant. 
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‘Cobadex’ 


OINTMENT 


Hydrocortisone B.P.C., 1 per cent, in a water repellent base. 
Basic N.H.S. price, tube of 10 grammes — 10/- 


———— 


Descriptive literature and specimen packings are available on request. 


THE BRITISH DRUG HOUSES LTD. LONDON N.I 
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